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A. .SEROTONIN 

B. ..COMPOUND(1) 
^ C...10MIN 

(57) Abstract: Remedies and/or preventives for diseases caused by vascular contraction or dilation which comprise EDG-5 regula- 
|^ tors. EDG-5 regulators specifically bind to EDG-5 and show antagonism or agonism. Thus, an EDG-5 antagonist is useful in treating ^ 
^| and/or preventing diseases caused by vascular contraction such as cerebrovascular spasmodic disease following subarachnoid hemorr 
© rhage or cerebral infarction, cardiovascular spasmodic disease, hypertension, kidney diseases, cardiac infarction, angina, arrhythmia, 
© portal hypertension in association with cirrhosis and varicosity in association with cirrhosis. On the other hand, an EDG-5 agonist is 
^ useful in treating and/or preventing diseases caused by vascular dilation such as chronic headache (for example, hemicrania, tension 
O headache, headache of the mixed type, cluster headache), hemorrhoid and cardiac diseases. 
O 

(57) Sft: ETC-5l|ttfl*b&«A*0tt^ EDG-5 SHfifrSflf*. 

Q EDG-5lC$#SWfC«S£L7>*=f^X h£fcl*7=f-X httE£^f fcJ6, EDG-57>*lJ-X h f* ifilff GUMS 

^ /twSt^; 


WO 2004/002531 Al I IIIII IUII1II n Dill Hill I1H1 Oil I D fll Hill 11UI DIII1E11I Uill III) III1ID Elll 1111 111) 


LU, LV, MA, MD, MO, MK, MN, MW, MX, MZ, NI, NO, 
NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, 
SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, 
YU, ZA, ZM, ZW. 

(84) 1B&&(ltM)i ARIPO*#SF(GH,GM,KE,LS,MW,MZ, 
SD, SL, SZ, TZ, UG, ZM, ZW), D. — => *>7ftHf (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P V Aftgf 
(AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FT, FR, GB, 
GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR), 


OAPI ftHF (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 
ML, MR, NE, SN, TD, TG). 


iCcfc-SSS, ^xli< tKTUiJfli*fcli8affiSaa)llBSj4it**Sttg|ft, /i>Jfiit9M8tt«fi, SitoE, toft 
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n m m 

5 Sdl^ff 

#380!«U ESSSiSt LT^BfcEDG (Endothelial differentiation gene) - 

10 mmm 

X7^ydVy-i-y^ ( (2S, 3R, 4E) -2-T5/-3- 
t KD^^^^f f ^-4-^;w-l-y SIP) ttlBiartW^ 

y^-y^jm<o\mme^^ mm^xo^m^y^y^yy^i—^o^ 
15 <zbi>mm£tix^% 0 *i\ s 1 pvmmft-txyh** y±y^-t 

VX<DjfrM%mV&'f5mm£%:1)m%£tltc [Science. 248. 1653 (1990)] 0 U 

20 S 1 P^^(D^n-^y^m^ G^y^W^m^mW-(DE 

DG-1 (SIP,) x EDG-3 (S1P 3 ) , EDG-5 (AGR16/ 
H218/S1P 2 ) % EDG-6 (S 1 P 4 ) *3<tt)?EDG-8 (S1P 5 ) 

^f,OSlP^{i!J^7rf^ (LPA) »T^5E 
25 DG-2, 4, 7 khn^faffl&*#LX^5Zk&WbMztj:V), EDG 
-1-8 14 S 1 P/LPA»77 5 V -ZMffctZ kZtlX^Zo 


1 


WO 2004/002531 


PCT/JP2003/008039 
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m, TOflRSrJRIBSttS £ t -bm&ZtlX^S [Stroke, 32, 2913 (2001); British 
5 J. Pharmacol, 130, 1871 (2000)] 0 La>U <t 5 & S 1 P©ff|^ 

§ (#H¥ 6-234797 •*§-) „ EDG- 5 / y?T V b^VXK&^Xft s 
*fcRffi"f^ffl [Eur. J. Neurosci. 14, 203 (2001)] , fc&<Dfflfe [iBioLChem. 
2002 published on May 2] WWfr £ Jit V > 5 0 
15 — £\ WOO 1/03739 #W*W#KB\ SIP g^#T b * fete S 1 P tf* 

n*om%<DBm<k&nmi-zw<Dmm&&tix^z 0 t.tc, wooi/98301 

20 tSftTVufeV^ 

#H 2001-261575 S-WiftWfctfu E d gSWSfr^^y ^OfMBlC 

«t 5 Afro £ feteiftL^iKifilo^Jfc <t o T&fi£ft s^ffcoftamfefco 

V>Tg|£&£:iB^$;h/rv^ 0 Ld>U i^W*B»tf ^33V^tt % EdgSt 
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£fc, 4- (4-^nD7i^) -N- (3- (2- (vM y^o t?/l^ 
5 T 5 /) ^h^f) -4-^ h^r^7^^/U) - 4 - 1 Kn ^V— 1 - fcf^ 
P^VflAtffcfrtf-S K (CAS No. 391881-92-8) N N- (3-^PP7i^) 
-4- (4-^PP7i^) -4-fc Kndp.^-1-^JJ^^/^^ 
IKK (CAS No. 401642-16-8) x 4- (4-^nn7i^) — N— (3, 

4-^0 07*=^) -4-t Ko^-i-^y^y^/^^f-^ k 

10 (CAS No. 401642-17-9) , 2- (-<VS>/V^-^fV) -5- ( ( (4 

- (4-^ PB7i^) -4-tKn^-l-^y^/i/) i!A*$~ 
AO 75 /) x^a:^ (CAS No. 508216-25-9) , 4- (4-7*u*7s 
s=-M -N- (4-^pp7i^) -4-t Kn^- l -fcf^y v?^^ 
/HJ?*iK K (v^py-7|:*^m 9132838) , 4- (4-^a 

15 ^y^^/V) -4-tKB^-N- (3- (MJ7^tn^^) 7i^ 
/V) - 1 - fcf^y 5?i/;frA*#*?-3 K (-v-f *ny-*tfc;&*n^## 
9132846) „ 4- (4-7'P ; f7i^) -4-fc Vu$->-N-7 i^~/l>- 
1-fc'^y F N^py^^m 9132844) 

20 

3 
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#35 WW & E D G - 5 © jfiLffi 5 ffrfl t> W ;WC Lfc 0 i ft, fe © i t 
WLfc::t-e$)5 0 tot, EDG-5SrPfii-5- t(C«toT> BOMB 

5 i^g&m tf^nttRt, rtsroiMt*) > tour, sg&m nm& 

-T^^^ ^WfiEDG-SWSiffl^bJfeSJiLlPOJRIgSfcttlitKicj; 
SRAoftftjsitJt/Sfcft^KfJWicBi-s. 3 fele#L edg 

fc&Wftk *5«fct>*EDG-5T^^ h£^WLT#5jfcW<£*£36£<i;<5 
5ry^^ffj: x JfiL^©JDt|»H:J:5j0M8L6t^jct0!*.rf, Mite* IFF 

20 #3§W&> 

1 . E D G - 5 fflffimfrb%ZM.W<OUffiiZfa*ftmzi. Z&&(Df&m33X. 
itSjftiH, 'C? «5SS % afc£ri£ % ^gflli^ ^BB(D%m, 
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3. !kwt>K M<D®m. mm, mmm, mmm. Ktomtizftwrnthz 

6. EDG-5 7^^W -jttS: (I) 


1~3 <D*^— tf— U Z tt^«f'fr*fcf4±i(©W^«: 1 ~ 3 
7. EDG-57^^W, -irs; (n) 


(jW, R lB »±*#W^ C l~8T/^/^*fc«-COR 7a (£<K R 7a 
fiCl~8 7;^;K g&£ftTVvt &J;V>7 JJ flHfcSftTVvtt J; 
20 V^T7/^ :3 ^^'K Cl~67/^^ ff&£;ft/tVTt> J^T y — /V**^ 


A-X-Y-Z-B (I) 
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R 3a tt7K^^ C1~87/^;K C2~6 7/V 

a ^tv^ /U#~/K n T/Vdr/K C 3 ~ 7 p T^3vi^fc«:g&$ ft 

"cv^Tti ctv^T y -/is&mt> u 

R 4 a tt^K^J; fcti C 1 ~ 8 TtvZtjvltWp U 
5 R 6 a *5 <fc R 6 8 & N Ztl^iimZ LXfcmm*. C 1 ~ 8 TA"*7K C 1 
~ 6 T/V3^ri/ N C 2 ~ 6 ^r^/Vtf^K ^/^^i^/K C 2 ~ 6 
An^yj|^ s ^7V N =hn % ab7W, C1~8 7;V 
^T^A (Cl~87/^) T ^ A TvVK 7K^S> g&$ftT 
V^t>«fc^Ty-/M-3ri^ B&£ftTV^t> «£V>T 7/l^/V;*-di->\ g& 

T/U^*fcW:-CONHR 8a R 8a «g^$ftTV^Tt> <tV>T y - 

X a «-N (R 9a ) - R 9a tt7K^if^ C l~8T^=3r/^fc«: 

— NHR 1 0a (my, R 10a tt^/^dr^/Vt^{±C2~6T/V3^^/V/j? 
15 ^^t>-r 0 ) Zmfr-To ) > -0-, -N=s -CH=*fc«-CH (R 
lla ) - R lla «7K^^*fc«C l~8T^/l-«t>i-o ) £it 

Y a tt-N (R 12a ) - R 12 »«7K^M^ C1-8 7M/K g 

^$tlTV^Tt>«tV^T7/^K C2~67;V3^;^;K g&£ft 
20 *CV>Tt>«fcV>Ty'-/W^-'¥^'*/V^=/K g&£ftTV^Tk J;V^T 

^^/^^/U*fcf*-CONHR 13a (£(f» % R 13a f*g&$ftWrt> 
iv^r y-/^*fc(i % gmSftWTk^Ty/MvvSrSfrl-o ) 

-to ) ^ =n- n -ch 2 -. =ch- -o-, -co-%tcim%n&zm 

25 Z 8 f*-CO- N -CS- -CH 2 - -0--£tzt±m!i&Zmfr>L, 

W a fi-N (R 14a ) - R 14a &7k3gJjjR% C 1 ~ 8 T/l^/K g 
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y — /l^^#/l^~^3-fc«^r n T U -AC 1 ~ 8 T/^A-Sr^fr-f-, ) , 
-O-, -CO- -CONH- (fcfcU ^iI^ftSA a i^-rS 0 ) x 
-CH 2 - — NH CH 2 — (fcffU ^m^f^A a i^i-5„ ) Sfc 
5 {l^^^^L, 

10 

8. EDG-5H$iWEDG-5T=f~* ^fcSlifriB 1 IB«6<Z>lfiLl?<Dfe 

IB 8 fB«^^ao^4o £ tcte^mL 
15 1 0. -jRjS; (I) 


(5^ 1-^TOfE^«t(ffE6 ^CEBfc&gfc-fo ) 

n. pffBioiamo-^ (i) x^i$iiz>fc&®^ tekuzom^mz 

20 f^tvsifc (tu (n) 


A-X-Y-Z-B (I) 
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*5±tf*©##ttiiU 4- (4-^P7x^V) — N— (3- (2- 

K> N- (3-^PD7i^) -4- (4 
-^Dn7s=^) -4-t KD^-l-tf^y^y^A^dlrf-* f>% 4 
5 - (4-^nn7i=;V) -N- (3, 4-^nn7x^) -4-t K 
D dr-^- 1 - t°^< y * h\ ^ TvU 2 - i?Asttis) 

-5- ( ( (4- (4-^PD7x^) 

~M * 757) s<yy^~ K 4- (4-^^*7*^) - 
N- (4-^pp7i^) -4-t Kndr>>-l-fc°^y ^i/^/Wff^f- 
10 U\ 4- (4-^n^Ey^=z;u) -4-fcpn^-N- (3- (bV7 
;V^rn^^;U) 7s=^) - 1 - fcwy jutf*?- $ b\ &<fctf4- (4 
-^D^E-^^^/k) -4-t Vv*i/-N-7 a^~;U- 1 -fcT^y 
KSrKK. ) > 

i 2. x^fe^tffcasirfai lsatt©^*, 

15 13. Ya5-cO-£fctt-CS-T?&5]!frgEl 2BitOflS«fr*, 

14. z^-NH-TfcstfrlBi 3ia«©ft^#>> 

20 5 WE 1 4 fBi£<E>{ t&®, 

16. A^£*i5©&££#LTVvtfcJ;V^#£tfS, Bfc*JK^ »I 

&&sst-e & § stria 1 4 t&moit^m, 

25 17. AT^StlSftlfeESrWUWTt.kV^^^ 
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5 18. AX^§tl5fiMtLTV^fci«I^, 


io 19. AT?^§^«flHftKft^rbWtt>J;v>S|^S^ 


R 7 ««&S<£r«;bU R 8 «7KmM^ *fcttCl-67^S 
Sr*frU R 9 «R&&£»U t fi o 4 u u 

f±0*;ffcttlJ&»&4©B**r*bU nttl*fctt 2 ) T-fcSHfr 

15 1B1 6flBfK6>fc64fe* 

2 0. R 2 ^7K^Sl?fe5SirlBl 7©R©ft^ 

2 1. RHm^^Lx^x^^r^/m-vh^mmi smmoit&ya, 

2 2 . R pflE 2 OlBft0<fc64fe* 

2 3 . R ^SS^fim^fc^frlB 2 OlBM<D{k&b s 
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24. mvm&m&TA'*sumx*3bzm&2 2^m<o^m, 


27. Bxm^^m^^Lx^xh^mvtmnK %mmx*b%mm 

B2 4Bmoit^, 
10 2 9. gjtftgtfS. -o^fc(i-o^±©g^SSr^-t-5Hf(|B2 7|am^b^ 

30. -o«±^gms^w-r§^^\ 


(st*. b 1 t$%mm-efoz>mmm*%:t> lr 1 ^ it* r 1 2 &g&s«*> u 
is m&i~ 4 u ^omoB^nm^tmcM^m^-to ) -e 

31. -o^ioR&s&w-fs^itas 


5 
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2 9flBgt®fc#|fe> 

32. ^ttm^ s ^^ms-efc5StflB2 3ia«(D^^ 

3 3. B^£ft5g&£&^LWT&.fcV^}tfcg;&S, 5 lIMB 
3 2S|«)M 

5 3 4. BT^$tl5S^SSr^TLTV>Tt>J;V^^s ###at*e*> Stiff 
IB 3 2|B*©fh^ 

3 5. aHft^S-o*fcf±-o»±©ltifeSSrW*f 5lKrffi3 3gi©ft^> 
3 6. -o«±©«^SSrWf-S^S^ 


10 (5*;*, B 1 tt»«|Tf**ft*J|l*«t>U R 11 fcJ:"tfR ia tt«fc£«:&fr 

S {WlB 3 5 BBfcOfc^fc, 
3 7. lo£l±©IiSS:ft§Iii^ 


15 (5frK B 2 tt^#gtT«&6»SI&i&;bU R 13 :}3 < fctfR 14 &tt&££Sc;b 
3 5 EtOft^, 

3 8. gtftg&gWi&?n^gi^&sffriS2 3iafw>fl^*k 

20 3 9. BT?*$ft5ffifc£&£XTVvCt> ^M^^-SMIB 
3 8EI«, 
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4o. B^stisfiiistLTv^ttv^^ w^mnx-hzm 
IB 3 8teM<D4k&ys, 

4 2. -o«±©«jftSSrWi"«*«S35S 


4 3. -o6t±©«iftlSSr#t-5«3(»ias 


45. BT^ftss&s^LWTtj^siftS;^ *arwc*>«iwr 

4 6. S^S*s-o*fc«:ro£t±ofI^SSr^r-rsgn24 4fB«S<Z>{fra^ 
20 4 7. -o^±©S^S^-f5^S^ 


5 
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11 


'm 


5 4 8. -0^±(DgmS^W1-^«g^ 


4©sg&&&fcu *©te©ffi#r±i!(rKfcft ) xhzmm 

10 4 6lB*fe©te£^ 

49. Bx^znzm&mmLx^xh^mvtmK ^mxhmm 

2 5f3fc©ft;-3^ 

so. Bx*mzti5w&m%&Lx^xi>£^mw;&i)K #%mmx&zm 

IB 2 5SB«©{fc£*&x 
15 5 1. ^S56S--o*fctt-oat±OgtfeS^-f-5S&|a4 9|B«©{b^ 

52. -oa±©«fts^#-r«ii««^ 


20 T?*>5flWB5 lE«0{b^> 

13 




WO 2004/002531 
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5 3. -o«±0ttJfc£«r#^S«**as 



5 lfB^ti^, 
5 4. -)K (I) 


io «au -JttsS; (n) 


(5^ 1*^*CO|B#«:WSa7i:rac^i*Sr**>i- 0 ) ^*$*i3ft;«&4&& 

15 tt^trWtTv>Ti>iv^s^ > c 3-1 5<Dmmm, tuttmmm*. 
tf, -^a5^fctt^^fpfiafp$^^Tv^Tt>«^;v^3~l sn^^at^ -st££«:H 

*^#Jiltt«*at «i.U fyi/n [3, 4-b] try X& 
SfulE 1 Offi*©^4S>*$^-5 ED G- 5%mL 
20 5 6. A^SftSe&g&WLWTfcJ^gtftg, *5«tt^BT?^$tb5 


A— X-Y-Z-B (I) 



(ID 
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Sfcffigmst-^jfc 5 utris i o ««©ft#«*-WN-* E D G - 5 JStfcflU 
5 5 7. x#i£*fr£T»*>!K a»oB*c*StL5tt^KSr*LTV^rt>J:v^^ 

fp^^xTv^T^ .tv^^i 5 A<DWttt&ffim.mmvii> s «hb i o ia« 

^fb^Sr^t-T 5 E D G - 5 fttfcflU 

io 5 8. x^A^sHsetfeaiSr^rtTv^tiv^at^SRi^sti/saafjiR 

^fcl&^U ^oB^SftSfi&S&^LTl^T&^j^Kgas, c 3~ 

1 5 (Dmmm, * fc« i ~ 2 ©^mm^> 1 ~ 2 ©s^m?* * 

l~2<2i^|tJg^£>jt&$H6 l~5{@tf>^rnJ!^<£r£ti\ — 

15 mm^h 5 ffrlE 1 0 saftofc^fc edg-5 %mM, 

5 9. H«IB 1 9 |B4ft©ft;£4& *$ft-fZ> EDG-5 

6 0. -jRS: (I) 

A-X-Y-Z-B (I) 

6 1. -jRS; (I) 

A-X-Y-Z-B (I) 
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B^S^tTV^tiV^S^ C3~l 5^m^> SfctttHMiCP, 

*5*3SF#8H4«*at (flU Vy^u [3, 4-b] fJJ^y^O T?ife 
%Wm\z$5ttZ EDG - 5 SrtttiW-S^jfex 

*«Ri-*-«"*IL»*lC*3«-* ED G- 5 fc*Slfc1-«:£au 
15 6 4. XaS¥t*^-C*>9, ^oBT^^tlSBmS^UTV^tiV^ 
Stf*. C3~l 6®¥*3£i*llt* SfcttRSMtfP, *SWit**JJ:tf/*fc 

EDG-5Sr^i-5^, 

6 5. x&Ax«^titi%m&&zftLx^xh^mft&te^ti%&mm 

*b&£tU ^BXm^Mm^&^^X^Xh^m^miiK C 3- 
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b-f%vmMmz.& v% ed g- 5 ztffirtttms 

<O s ( I ) 

A-X-Y-Z-B (I) 

6 7. EDG- 5 iS0t3(W*«3frf A^SftSBtMiSrtfL'tV 

c3~i 5©m, nfrnmmm*. mmm^^xf/^ittmmm^ 
n [3, 4-b] t-y^»<) x&mmi ommoiksmo®^ 

6 8. EDG-5ttt«3WSr|Btf5fcie>©H AT^ttSg&SSr^LW 

15 c 3 ~ 1 5 ©^a^sau * ittzmmm*, &mm?& * tmmm 

x^xh J;v>3~i 5Mo^g|^#Sltt^^Tfe5iriBi ofitoft^ 

7 0. EDG- 5ftim%W&1rZ>1t$><D, X^A-C/T$tl5fM^tU 
25 TV^t> iV^^S(C^tl5^l?fJI^i:^U ^oBT?*$^5KftS 
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i~2 <Dm%m*S8&xf/?iit& i ~ 2 <Dfmm*frt>M$i£*iz> i ~ 
©*au z«* ftttB.m&ftmtfmmmxh s tire 1 o k*©^*©^ 

10 5. 

y^ %/# uJr? ^<y^y y ^<y$vy^ Kn^^wy, 

/ty, s — r>-y*^ 7tt7fi/y^ Tirr^-r:^ 7;vtuy % 7 
x-i-uy^ 7xfyhvy, 7vh7ty, [4. 4] ;i-y s *tf 

25 a [4. 5] 9**^ *t?a [5. 5] ^f*^ bfV^n [2. 2. 1] 
— y^y, tfi^n [2. 2. 1] ^ffi-2-^y, \?*y?u [3. 1. 
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1] *V^*>\ [3. 1. 1] ^7°*-2-a^ [2. 

2. 2] IfZ/Jrn [2. 2. 2] ^*-2-^>\ T?^y? 

n-/K -f^^y-/K hyry-/K ff7y-;K f^y^/K ^yi> 
y s yfyity, try's?^ \?v?i?y, TWy s ^r^t 0 ^ yyv, 

^7^ tf-^-fefcTi^ ^7ccy % ftt'?^ ^-drf-/-/K 
-/K ^f-v^^ **^?-i>T^y\ ^-jHfbT^ ^f-^T-SfcT^ ^ 

^Kwk -fy^yK^K -Y^Ky^^ jy^vyyy 

15 y-/K ^yy^ ^y^/yy, *yy$?>\ :/y>\ 7^7^, y-r 
y^>\ 7"7^y^ N dr/^f-y^ ^yy^> -syy^ 

=3H?£v s ^yy^iHft^ ^^y^-^^r-^tf^ ^^y^if^ 
20 ^^y^^if^ ^yyfri?ry-;K ^^yhyry-/K a* 

^ tr^yiatrys?^ rs?y^> rifT-v^ tfnyy, trapse 
25 >f^^yyy, -r^^yy^y, hyryyy, hyryy^y> x h?y 
yy> rh^yy^ fyyyy, tr^yy^y, ^tFcify^y -r 
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i<\ ^7^, Kotf!) *i?y N f Kot°y />°-t K 

t^7^ ^-dr"fc^y N i^tKP77^ 7h7tKP77^ Kn 
t'yy, fh7tFclf7^ ^fc Kn^irbfV, 7h7tKn^tf 

10 t Kn^cct"^ Tb7t Kn^x-tT^ t Kuf-cct"^ i?fc h'n^- 
*-*f-y*-/K rf^tFa^fytW^ (-T y^fVy Vis) N 

yf7y-/K fb^tKo^yw^ (-ry^r/u^^) , ^th- 
is ayyifv, fh7tKD77fys Kn^f-^T^-zK f f7t 

7t KPtf**U-S»\ 5>fc Kn^dMf^TS^ 7h7t Kn^-drf-v^Tv 5 

20 t KaWv?7ft'y s i^t K n ?-Ti?T y WK r hyt Knf7v?7 

v»fc Kaf7^7^ 7b7t Ko^^^ S?fc Kn^Tift*:/, 
7 1 h7t Ka^r-^t 9 ^ 1: Kn^T^tV, $?fc Kn^T^Tift*^ 

25 ^-*^*y^ *^f-^T^ % -f^Ky^ -fy^r^Ky^, s^kh**^ 
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*>\ i?fc Fn-fy-<y^t7x^ fc Kn-f y^yyx^y*^ 
$?fc Kn-T i^y-/K Kn>r y^y-/K ^tKo^/Uy, rb 

n Ko^/y^. /N°-fc Kn*/yy> s^t Kn^y^y y y, xhyfc 

fc Kd7^7^ fc Ko7^7^y, v^fc Kn-7-7^U^ N fh7 
fc Yn±7J-y /N°-fc Kb-^7^JJ^ % ^fc Kn^y dM?-y 7 1 
h7fc Kn^ydrf-y ^ N /-^fc KP3ry3Mf!J S?tKn*t/!I^ 

10 h7tKnyy;i)y, /<-tKowpy, ^vj/a-^iwr:^ 
/f7/wK /«— fc Kn^>y^Ty-/K Kn^yyy 5iTy-/K 

fc KP^^y-f ^y— /k Kd^yr^t 0 ^ fh^tKn^ 
15 y^rff^ i^fc Kn^yy^rf f>> x h7t Kn^yy^T-tffc 0 ^ 

^yy^t^'y, i?fc Kn^yy^^fc 0 ^ Thyt Ka^yy^- 
driHft 0 ^ $>fc Kn^/w^y— rf7t Kn^/W^y— /K fc K 

p*/w^y— /k kot* y fhn fpt^ y s»\ ^-t k 

20 hyfc h'o^yy77y> ff7t KP^yyft7ay, fc Ku 
^yy77y ^kKB^yyft7iy my7y ^-^f- 

y, ^y/^t7y -^^y^r^ riF^fn [4. 4] ;ty a- 
dMHF*t°P [4. 4] y-ry. ^^rt^tfa [4. 4] ;ty 

25 t°n [4. 5] 7**^ xT*fc°n [4. 5] itf-TXHv [4. 

5] 7**^ ^^f-^fcn [4. 5] r#y, ;^MMJ i *fc'u [4. 5] 
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fiJ >\ T*?*\?u [5. 5] VW*^ ^-drf-^t'n [5. 5] 
%V S mt^^o [5. 5] $1/7**^ T<?\f*stu [2. 2. 1] 
;^lJ-tfV^P [2. 2. 1] TiFtfWn [3. 1. 

1] *<79V^ TWisfn [3. 2. 1] UrtfiV^ ttVWtvi [3. 
5 2. 1] T-ftf^n [2. 2. 2] ^Tlflf^n 

[2. 2. 2] ^b^fc K»-/5-*^3j?y^ ^r-fl-fc KnT 

■tfbf/^i/K— **f-T^trn [2. 5] t^^y s ^ftKoT 

10 if6>ft5 e 

&gj £LTtt, ^^WT(l)E^<lr^rLTV>T 1 biV>T/^/^ (2)g&g 
2, (4)itJftSSrWbwrt>J:v^*iiis, (5)S&£*r^LTV^Tt><fcv^ 

i V^/w<*^ /H, (iO)g^SSrW LT Vvt t> i V\x/V!7 r (11) 
#/>*i^>7^ (12)77^= ^tf/M^/wg (M&fcJU h 
x-b*?$'#A*fi~A's t&t-'f h^^*/>!!|?^fOC 1 ~ 6 T/Pa^tf/k 
20 zj?^/>g^) N (13)*/Msg (-SO3H) % (14)^/1-7^/2, (15)***/ 
(16)=hPSs (17)^7 (18)T^/£, (19K^/«, (20)- B (O 

h) 2 s N (21)^ u?*w& w*-t£, ?ym, m&s ztmm s (22) 

;Vm<D Cl~4 T/U*/UX/U7 4 , (23)^#»^/U7 ^ (#1 

25 *.tf N 7ai^/^/U7-f^/^OC6~l 4 > (24) 
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=;v^;^^OC 6~1 0^fS^/v*=;Hf ) N (26)Tv^g (M*. 

-f/^S> ^X.«> ^y^/^©C6~l 0^#^#/M^/^g^) % (27) 
5 **y£ % (28)^=3f y^, (29) (C 1 ~ 6 T/Ua *W 5. / ) y (0J 

(y h^w^y) y?vi^) ^we,^ ^*it><Dfm<Dwm 

jfeSSr^TLTV^t J^T^/i^i KifcttST/Mvi^i LTte, Miff, 
y fvK ^fvK n -y°n tVK 'f^P tVK n -^/K sec 
10 -y^/K tert-y^/K ^y^/K ^¥*>7K ^fvK ^^/K y~/K 

^f-x-y/K ^ffis/K *t?7 !:t ssK y^-r^y/K a S'A'ls^© 
E^tfcf±^iK^c i~2 oT/v^^^ff fc^x^o rrx?7;^ 

15 /-t^«-y-ci~6T^/vT^/s mm* y^r^/ N 
r^y, yntvyr^y, ^y^/y^y, s^c^rs y^o , n-## 

^ 7 £ (M£k£ N N-7s^V-N-^f;l/7Ul, N-y^/W- 

20 -N-^W^/I, N-y^^-N-^^f-^T^/S, N-y^r: 
;V-N-^^T5/Sf) > 7W^;l, N-T-y;U-N-T/^ 
/>7^S, C1~6 7/^^S Wftft. y h*$<\ ^h^y\ y°n# 
=3rV, -ry^PT^ds^y, ^dr-^;^^^) ^ C3~7^o7;^;>-C 
l~6 7/l'3^^1 (flil&ff^ S^n^r-y/MfvM-^yg, S^P^y 

25 ^VWtfyl^^yg^) N C3~7*y^PT/l^/M-^yg (0Rff % W 
P^^y/M^v-g^) N c 7~1 5Ty^;U^^m (M^ff^ ^«y^ 
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y** a?^) s T^^A*s/i^| (0J*.tf % tf/ux/u 

jjwK if /^M^/^o c 1 ~4 7M;^;^=;H§) „ ft^M 
X/Uft~/um 7x=/W/^^/^©C 6~ 1 Of f 

10 A'g^) \ T^/WS (0>Rff % ftsl^/K Tirf/K ^n^V^/K 

15 LT©7W ^ /as*5±t5N-TV^-N- (C1-67W) 7*5/ 

afiteaaitsrs'**^ «i-5»&g£LT© rwnsfctfLTwcfej: 

20 M£?£> p*?vK sf/K n-^otf/K ^V^nlf/K n-r/fvK ^ y 
y*fvK sec-^f/K tert-^f/K ^yfvK ^S'/K ^^fvK 

^^•rv'/K ^^tr^/K *<?9¥i/A's Xtfr^/K Si-fls/K 

<< = ^s^©e^* fc«^iK^© c 1 ~ 2 0 T/u*c/v£msmf e^s. 
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vy*?y s *y#w<y#y^ *y# n^^f-v % *s9v+<7*9y^ 

^ y % ->-^ o;t^ p -r^; e/^ p 17 ^7=-*^ >\ ^y* n ^ 

yfy> P^^r-fe^ S^P^:7"-r^ N S/y" P^xi^ P^>-* 
$*nj^ ^^p^drf-^a:^ ^P^y^v^ai^ is? * 

•*yHy s -<y?uy^ /n°— t Kn^vy, rXi/y, t KpTX 
vy, <iy*fy^ ^fcpP'fyf^ -f:/*'>\ ^7^v^ N ^tKnt 

/N'-t Ko^wy, vy^uy, a s — f^y-fe^ s— {yy±y, 
T±i-y?*yy^ r^i-y^y^ y/u^yy s y^-j-yy^ 7ityfvy> 

r yhy ±^mm*mf -aft, -n*tcn&mmmztix^xb 
15 tc-m^mmm, & £ t«n« t tc-m^mm t>£ * «* * tr p c 4 . 

4] y-r^ *t°P [4. 5] *fc°p [5. 5] yy'rxy, 

?u [2. 2. 1] +<79l/ s \?i/?u [2. 2. 1] 

if^p [3. i. l] ^7?y, \f*y?u [3. l. l] ^7&-2-x- 

y, }f*S?V [2. 2. 2] *t*y s EV^P [2. 2. 2] ^*-2 

20 r^-ry^y, s/i'Ty^yfiymft&mtfblnz, irtw 

/K sec-^^/K tert-^fvK ^^x/K ^3fS/7K ^7°X/K ^y-fv^g 
25 1-6 7^7^1 (fllfcttU ^^/VT^y, xf;l/7^y, 7*b^ 

r^y, ^x/KT^y, ^f-zwr^y^) , ci-6 7^3^yi (#j 
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tert-:/ h ^i^/wtf^/i^) , ci-6 T >v*>vu )VT$~;vJr*V& (Mx. 
5 y?Vi^;J\ ^P^ft> -ff-A&X-m > /Ma^y 

1 ftV>L4«t&LTVvct>J;V\ 7;^;HofiSt LTOttiWti: L 
15 V^SfiO^xnjjjH^-g-fr, 3~1 5M®#gl> -St*fcW:HSit5*3£#iJe 

t??y-/K trys^ ifyv^ tfy^y, try^s^ r 
T^\£y, f-TVTH^y, <i y KWK ^y-r^K-/K -f^Kys^ 

y, v?-Ti-7?uy s <ii/ffy*-/K <<y*yyy^ *yys? 

25 ^ % 7°y^ N 79 7*Jv^ y°T]}py, i-yf-v^y, *;*i-vy, 
yyy^ *yy;vy, ^yyor*^/— ^ ^v/f7/-;K ^^y-r ^ 
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?v*y s ^yy^±\fy s ^yyjr*V£\:°y, ^yy** 
WTWy^ ^yy^-^-yfy, ^yy^rHtfy, ^yy^r^r^^y, 
^yymt'y^ ^yy^r-Wy^ ^yyyjfy, ^.yy^r^ry- 
/k ^yyvvry—sK aw*/*-^ /3-Tj/v^y^ r^y^y, y 

«*fcl*H«^3l8|iL-Ctt, r^y^y, rws^ t?py>\ tfp 

Vi?y. << $?yyy, <i %#yy%?y, hvryyy, hvryyzty, 

"rhyyvy, Thf/VPy^ t'yyyy, VvVDVy, $;t Kot'JJ 
15 *?y s fF7t Kntfy^y, f^y^y, Fut'ypy, rf7t p 
p^7^ ^7i?y, 5?tKnlfp>;i?y, 7" h7t Kntr y ^ v>>\ 
x-t Kp fc°H i?y, i?t Kp tfy ^v>y % rh7tKa try /* 
— t Kntry^y N KaT^try, 7l>7t KnTft'y, ^°-t K 

20 Tflfy, t^>7 7, J****^ ^tKD77^ 7f7tKP77y, 

$-*izVy s /^-fc Knotty f^7y> fi^y, s^fc 
a^ ff7tKpft7xy, -7tFPW7y 7h7tFoW 
7^ i?tKofxify N 7b7t KPf-^tfy, ^-fcKafxfy -y 
25 t Ka^f-y-/K rf7t K (^f-j/y ^y) % 

Kn>r y^-^rf-y*-/K rh7t FP-ry^f-y-yw (^y^f-y*y^ 
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h?k Kn^f-^T)/-^ (^-drf-^Tyy^^) , Kn^f-^^ 
5 7h7t Kot^tv'^ S?k Kn^^i?T^^ rh7t Ko^-dp-^i? 
7^y, v>k Kn*-*MH?brj^ Kn^^-^fcf^ /-s-fc Kn*- 

3riH?k°^ *?M VuttWT-VXfy^ Th7tKPtW7ftX 
/N°>-t: KP^Ir^Tlfky, *?fc Kn^T^T^-zK r h7t Kn^T 

10 ^ 5?tKnf7^7^ 7F7tKnf7i?7^ v>k Kn^T^tf 
y, -r k KP^7i?kV N /*-fc Fn^TifkV, Knf 7*^71? 
kV, 7b7t Knf7^7f k°y, fc Knf-7S>7*i?tf>\ ^/U*y 

o^y/77^ /^kKo^^/77^ v?k KP/fy^y/7 7^ 
15 -kKB/fy^y/77^, ^k KP^y/ft7iy, k Kn^^y* 
7-*?*.^ ^tFn/fy^/ft7iy /^tKt3^y^y/ft7 
c*y % v>fc Kn^y^y— /K r*-k Ka^fy^/wK v?fc Kn^y y 
7h7kKn=Jr;yy, /N'-k Kn#y y y, v?k Kn^ydry y y, r b 
7kKnYy^/JJy, /^tKo/fy^yily, i?kKn7^7^y r 

20 h7kKP7^7^ ^tK07^7V?y i?tKPt7f5i?y N r 

h7t Yn-jryf]} v 5 ^ k Kn-7-y^y i?:/, v»k Ko^y^y 
7h7t Ko^y^rf-y ^ fc Kn^y^y ^ v>k Kn^y*y v s 
fh7tKaW!Jy, /•?-tKPWj;y > -ytKnyyyyy, x 
h7k Ko^yy y^ N t Ka^yy/py, ^yy*^-drf-^r ^ v>k 
25 Ka^yy^i?-^:/, i;k Ka^y/f 7-yy, bfy^y ^-/v^y y, 
k Kn^^y^-tf-y-yt^ t Ko^yy^-^f-y-zK $?k Ko^y 


28 


WO 2004/002531 


PCT/JP2003/008039 


oT^])^y> i?tKn^yy77y, i?t Kn^y/f t7^y x 

hyfc Kn^y)/77^ rh7t Ko^y^f t7sy, /-?-fc Kn 
5?^y/77y> ^tKa^^ft7s^ W77^ vWrf- 

yx/K rnxVK n-yntVK ^y^ntf^K n-^xvK yy<r/K sec 
-y*5vK tert-y^/K ^?vK ^3r*>7K ^x/K ^ 

15 tK^S> tf/i^ix/t^ ifPi, *;-tfc^-ci~6 

tw^t ^ y s (09*. f& y ^ y „ 5/,t°o f ;vr s: y > 
i?*?-juT$Sy *j^;vr^;m s Cl-67;^^yS (w*.tf % y 

hdri^ ^h^r^> 7"n#^^ ^^S/Vl^df v^) „ Cl~6T/^3^rV 
(MxJ^ y- h^y^J/^^/K ^-h^y^^^/K tert-y 

yfyi^*\ yciif/^^ -ff-A^-xm s ^oy^m^ (y 

A* a^) IW&JU £ft&©ft&©g&£f*11&«r 
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ftV&fto c 2 ~ 6 Ttvtr^fls&m^tf &HSo rrt7;^=/H©It 

^fctt57/^=;Hi:U^ fllittf, T-nf^/K 7*<?~^ 

5 ^dr^;i4©jtH^^ fcft^o C 2 - 6 

1> iv^^/vsj fcaart«WM^ro g&St lx<d rg 

15©m r«*/tf±=«5S3!r«Rttft5Mli:bTt±, «*.tf, 
nsty^ is#v7*?y^ Wn^yfiy^ %/^xi^^y^ Vtw^fty^ 

15 9 s9xt*zy¥V > isfu^-ty^ isfu^y^y* ^^a^-^xV s 

Ka7X^, ^y^fy^ /^t Fo^fyf^ <<v#y^ -T79vy s z> 

20 ^fcKoA^wv, tf7^=l^y N as — (is-p-ty^ s-j 

y^ty, 7tt7fvy, 7tt77^ 7;v$-vy s 7*i-uy s 

-ryyvy^ ry hy-tymwmf htiZo £fc> -»*fctt^»3is<a«i 

StLTV>tt>j:v^C3~l5^1, ~S * li =£S3£#BsteK3&£fc ft 
25 fi*fcTc» [4. 4] y-^V, ^t*a [4. 5] 7**y, [5. 5] £ 

yf%y^ \?*y?u [2. 2. l] ^7*9 y y \fi/9u [2. 2. 1] ^ 


30 


WO 2004/002531 


PCT/JP2003/008039 


^-2-^^, [3. 1. 1] 'V/*!^ tf^n [3. 1. 1] 

*<79-2-=.ls^ Vi/fu [2. 2. 2] tT^n [2. 2. 

n/K ^n^^K \ C2~47;^;i'S (W*.fif* 

p{ aih^rV, ^oxKdr^ ^h^^) s Cl-6 7^aWA' 

10 N Cl~4T/^;Wi OW&W^ 

^ x-f-A^-** rfxx\*^^ ^f-A^f-^) > T^/£, 

f*^- c i ~ 4 r/i^/vr ^ y s (fl ^ f-zur $ J . 5: ; , 
ynfcvi^r^/, ^sw^y*) ^ ^fym* (? 

i&m, a**) . hv^^^m m*.t£, bvy^n^ 

15 fvv#) N MJ/May hdr^S (0!l;tff> MJ7^*n^h^^jt) % MJ 
ft&gfcl ftV^4fi«&l,TVvrt> <tV\ ^iT\ g&g<h LTO Tg 
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io /k ff7^;K /k tryv^ t c 7^^ i*y t?y^ 

15 v, ^r-^tfv, ^rv^T^ff^ ^fy^yKwK -r^KU 

^y/77y, ^y^/77^ ^y/f*7xy, -fy^^y^ 
^y*^ v?frt7^y^ -r^^y-/K ^r/yy, ^y^yyy, * 
yy>\ y9?W^ -ff-W^s T7f-vt?^ ^;^tpy, 
-w!J^ ^yy^-^^y-zK ^^y^ry-/K ^<vy 
20 -Y^^y— /k ^y^-dr-tf^ ^<vy^ij-^tv N ^^y 

tr^ ^^yr^trv N ^y/^rf fy, ^y/77fy, *<yym? 
ry— /k ^^ybyry—^K #/w*y— u-^yy, r^yv* 
^ s y*-}-*?^ ^y/7?y> ^fyfy, ^y/ft7iy 7^ 
25 jf-TW* y*/*y-*?y, 7*/<¥iHH'y\ fr^i/y, 

hy^ 7xtyhn!Jy > KSJR?* & 
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5 1, -S*fc«Hm*im^i: LTH\ Ti?V $>y N rffi^y, If a y y s 

f oy^y, %?yy y x -r^/y^y, byryyy, hyryy^ 

V s Thy^])y^ *rYyV*WV^ \fyy*Vy. Vyy*})*?^ i?t Kn 

t Kn t°7 y y, ^7v>y> v» t Kn t° V $ fb7fcKot'H^ 
10 y, /N°-t Kn t°U 5; $?y, y fc Kn try ^y, ^ b y t Kn tf JJ ^v»y, 
A-t Kntfyy-yy, Kuriftf^ 7h7t KnT-tffc°y N /*-fc 
Knr^fcfy, i*fc KnyriffcTy, ^hyt: Kni?T^f^ ^-t Kn 

S?T*tf^ t^7^ i?tKB7 7^ 7h7tf*077 

y N v*fcKnt?7y N 7h7t Kn \fy y N 5?fcKnm^ x by fc 

;ty^y, 7h7tKnft7iy, v*fc Kn^tT^s 7f7tKPf 
^-t°7^ v^t Kn^zntfy, 7b7t Kn^cfcTy^ /*-t Kn^ttfy^ 
^fc Kn^-drf-y-/K fh^tKotW^ (;^?-yy*y» „ v 5 

tKo^ytw-;K 7 1 hyt Kn>< y^-drihi/-^ ('fy^f-yy 
20 *y» , $?t Kof7y-/K 7>7t Kpfr^ wyy^y) N 
yt Kn^r yfry-/K r t Kn-r y^-ry*-^ m y^ryy -yy) N 

$?fc Kny9fV> xhyt Knyyjfy, yt Ka^tv'ry-;K r 
f7t Kn^-7-v^ry-^ (^i^ryp^y) , S?fc Kn^f $^ 
7f>7t Kn^iJ-v^y, yt Kn^f-i^Tv^y, 7^7* Kn^-^f-y 
25 Tv^ *JK Ko^tfl^y, 7f7t Kn^-dr-y-^fy, /^fc Kn^- 
driHftfy, -yt: Kn^-dr-y-^yr^t-y, y t Kn^-y-yriftfy, 
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y N f^e/M^y:/ N ^f-^ry, *r ypy y N jyjv pyy, k 

n^^yy^^ ^ 0 -t Kc"<y/77^ 5?fc KD^y^y/77^ ^ 
— t Kn^y/<yy7 7^ v^fc Kn^y^-y^y, /<— fc Ka^y 

7"b7t Kndf/yv, Kndr/y^ Kp^y^y y y N 

^tKD^fy^/iJy, /N°-t Ka-f y3v y y, v>fc Kay^v^ r 
F7tKo7^7^ ^kKn7^7^ i^tKnt7f5v ! y > r 
hy t Kn^y^y v?y, fc h*ni-7?-V v>fc Kn^y dr-y-y y x 
15 rf7t Kndry^rf-y /N°-t Kn^y^f-y^ 5>fc Kn^yy y, 
f 1 byfc Kndr-7-yy y % /^tKnWDy ^kKnyy/Uy x 

t Ka^yy*^-drf-y-/K ^-t Kn^yy^-y-y-zK 3?fc Kn^y 
20 y^Ty-/K Kn^yy*f7 , / ta - /K Hn^yy^ ^ ^V— ;K 
fc Kn^yy^f^^y— ;K 5?fc Kn^^yr^tf^ rfn Kp^< 

yy7ffy> Ka^yy^r^tfy, rfn Ka^yy^nftfy, 
^yy^t^y, -yt Kn^y^tf fy N 7h7tKo^y/t 

25 P^/w^y— 5>fc Ko7^ y -y>> r b7t Knyy y t k 

oT^^v^y ^tKo^y/77y -ytKa^yyft7iy, -r 
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5 g&gtt, SfrlB rg&g£^LWCfc ±V^#S|*j K&tfSg&Si:^ 

•To ) x mmm^Lx^x-h^^mmm mm rm&m&HLx^x*> 

S (fltfIB rg&gfc^LWTfciV^limSj i W ) % 

tf-A& s (2)m&&%#LX^Xh£.^T/i>fr~/l'%/U7$~;um, (3)g&g 

20 «*j|*^Jl?=i/^ (5)gmsS^^•tTV^T 1 fcJ:v^^^/^^=/^S^^ 
tf ^ft b ©ttE©g&£f±gifclC1Bfc{fcgK: 1 frV^ L 4 flilfif j& LTV^ 

Wim&ftLX^X-b&^T/l'^MX MIB rgfc£fc*fLTV>Tt>J^7/l' 
*/wgJ £mtMc5fe&£*r?% rgfc£fc;£LWTt>J:^r*'^=/i';&/i' 
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.fcV^/W^^gj iLTIt iSfi^tf/W^-j'/l^ N-^Z-Cl 
N, N-S^fVl^/W-^^/K N, N-^^/^/W^^/K N, 

; -c l ~4T;^/W77^^ N-^f^^r^K 
;wu7r^/K N-yw/vyr*^/^) s n, n-v>ci~4T 

^dr/^/k7 7^^/^ (0! it fix N, N, N 

20 -i?x?-jUXA'7T s *'(A'* N, N-i?7o tr/^/I^7r^/K N, N- 
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*ojDsc^i~3ttiiJ&ow3MBi*ifi*i-« 0 r£m<DW.*mi 

.kl^^Wg (-CH 2 -) , W%k&*#LX^Xi>£\,^mW^ (— NH 
-) ^ -CO-, -O-, -S-, -SO-, -SO z -frbMfttl% 1~3 

J^<Z>«&££ LTW:, «rlBAT^$ti5gmS^^rLTV>T^J:V^^S 

io Kifctts rg&gj ii^Dit*$r^i-o ^J^«, -ch z - 

— CHR 101 — , -CR 101 R 1U - -NH- S — NR 103 — „ -CO- 
-O-, -S-, -NHCO- — NR 103 CO— > -CONH- -CON 
R 1 03 — > -NR 108 COCR 101 R 102 - -CONR 103 CR 101 R 102 - 

15 K&VZ rg&Sj kmmMZ$tfr1r 0 ) ^Wbft3 0 

xT^fts r^<Djg^i~3©^-f— j imcE*tr*^i-o 

20 ^mmm^xm^^c 5 (D^m^^mtLxn, 

-fxx/^y^ i/?v2s<y?y s v-^n^f-^, fjru^yjr 

V, *y?u*??y, *y?nS±>^ ^c;>yf*^ 

25 V? u^sW^V^ cr^f-^o:^ is? u^f&siy^ ->^n^- 
9 9*?^s^ ^yfyi§«sfif^5. 
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* wtow* xm v> 5 ®mm*. g.mm*& tv/titt tmnm*t> 

5 v$i?y, *yy*j^ rnvy* ^rfif^ 77^ t°7>> ^-fee 

^f-v^r^y, a-*iH?tf:^ ^u-^riftfv, fr^7y-;K 
10 >\ fop ^ fnyj;^ ^f^/yy, -f^yy^ hyryyy, 

^ v»fc Fa fcT y ff7tKaf!) fc 0 -; y Kp If 7 

i?y, fh7tKo^7^ t°^<yv?V N ^tKofR^ fh7t 
Fa t° y ^ v 5 ^ fc Fa if y ^ v> y N s?fc Fa t?y rf7t F 

15 afy^v?^ />?-fc Kofcrp^s?^ FaT^t°y N fh7t Far 
iffc°^ A'-t Kn/f tV, ^tFn$?ri?fc!V, fh7tKa^7ff 

f7tFP77^ v^kKDfT"^ x byt: Fa \fyy^ *?h Fa^^Hr 
tf>\ fh7t KPt^ttV, Fa^-fet 0 ^ ^yy s J-*.? 
20 ^> 5*fc KPft7*y, 7 1 h7 t Knft7xy, Kaf tt*7^ 
ff7t Koft^7^ Kofify, rF7t K»f*tfy> ^ 0t - 
t Fa^t'^ v>t Fa^f-}/-/K fFn Ka^f-j/— ^ 

Wywyy^y) , fo^tja-zk fh7t Fa^ry-^ 

25 T)/y^V) „ KP^yf7/^-/K rf7t Kp^yf7/-;w («r 
yf7yy^V) % v^tKP77tVs ff7tKn77f^ S?t Kb* 
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fb7t Knf7$?y, S?fc Kn^r^T^y, rb7t Kp^T^TS^ 

10 -t?£v x */i>ftyy, f-*-^* y >\ t^tfry, my7y, ^ f ^- 

is jy^ypy^ ^y/77y, ^y^77y> ^y 
^ym7xy, Wt7^wy, ^y^y-/K ^/u^ -fy^y 
y>\ *yp$*>\ yyy, y*7~yy\ yfy^ -ryf-ysry* *y 
*rf-yy\ wuys -w!)^ ^yy^u-y^/K ^y/^ry- 

20 ^yy^wr-Wy^ ^y/fiify % ^yV^r^ify* ^yy 
^r-yr^f^ ^y^r^ey, ^y/^7ftfy % ^yyyy^y^ ^ 
yy^T^ry^/K -<yy hyry-/K #/w*y-/K e-*^#yy, 
7^pi?y 7at^y, ^y/77^ *i*-yry> ^yyft7x 
y, y^jf-y^y, y*;*y- f Jv, y^/^^y, f-ryxvy, 

25 7styf^^y, 7xtyFn!Jy> ^y^-yy, -fyKjy, ^fyyy 

Fyy N i^fc KP^y^yy-x fc Kn^/7 7y^ i^fc Fct^y^ 
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fc Kc*y p v N fh7t Kndry y y N /N°-fc Kn^y JJ > y $?fc Kn-f 

5 y^y uy, fh7t Ko^y^y y />°-t kp-y y^y y y\ $>t k 

0 7^7^ f b7tKo7^7v f y A-kKo7?7v?y Kp 
Kn^ydrf-y^ 7 1 >y t Kn^y si-t Ka*y*iMJ y s 

v^tKa^f-yy^ fb7tKo*t/yy Ku^yy:^ s? 

)/t^Wy Kn^^y^f-v?^ Kn^y^fT^y if 

yv^y^e/v^y y, Kn^yy^f-y— /k Kp^yy^-p- 
y— /k s^t KB^yyfrj/- /k t Ko^y> ? f7y*-/K s^t k 
p^y^^y-zK t Kn^^y-r ^^y-/K Ko^yyr 

15 ffy fb7tKo^y/7flfy Kn^y/v?7f t'y =rVy 
t Kp^^y^Tif tr^ ^yy^txy s^t KP^yy^iHftr 
y, rf7t KP^yy^-dr^tfy, v?t Kp^/w^y— /k ? f7t k 

Rpryy^v, /N 8 -tKn7^y^y ^tKn^y/7 7y v*fc K 

20 p^yy^ya^ fF7tKpy , ^y/77y> fFnFo^y 
y^yai^ fc KP^y^77y> /N 0 -t Kn^yy*^7xy > 
sWMNf y^y N ^yy-Wfy ^a-ry, ^y/^wy^ ^y 
Z^fry rif^fp [4. 4] y^y, ^iMF^fp [4. 4] y^ 

>\ SWM^fcTn [4. 4] y^y, Tlf^fP [4. 5] x#y, ^7 
25 *fcT P [4. 5] W7>fu [4. 5] 7**^ $>**f-*fcTn 

[4. 5] r# y N ^iMf^fc°P [4. 5] t**^ Tlf^tfP [5. 5] 
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trsfa-y^ ^f-^tfa [5. 5] Vyfjjy^ t*o [5. 5] 

!)VT*y, Tlftf^^n [2. 2. 1] ^iMfv^n [2. 

2. 1] <~sf9^ T-tf\f*/?u [3. 1. 1] ^T 0 *^ Tlf tf^P [3. 
2. 1] ^iMfv'^n [3. 2. 1] TlPtf^O 

5 [2. 2. 2] 5?TirtfS/^o [2. 2. 2] fh7 

t Ka-j3-^;^y ^f-t KnT^tf/ [3, 4-b] -fVR-/K 

10 *$mw*p'?M^5 i~2<D&%m*s i~2<D&tmm^ 

is >\ j-*±t°y s ft7iy, ft^7v> fxify, ^f-y— -f y 

^-drf-^^ *-*1f$?rs?>\ ^iMfl?^ ;^lJ-£ ? T1?fc p >\ f-Ti?T 

/k -fy^H— /k f^Ky^^ ^y/7?y, ^y^7 7^ 

*;yy, jy*;))y, */Vi?y, y9?vy s t7f'j^y, 3r/^ 
f-y ^> w;y> s/yy y >\ ^/a-^f-y^K ^v^7y-;K 

25 ^r-^tf^ ^^yr-gtr^ ^y/v^7f ify, ^y/yy-fy^ ^yy 
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V^yyyyy, *-t>T^ V^yy^fry *y, y^yf-TiPy, y~ 
;*W>y^ y*/*f-^4y, j-ryxyy, y^y-yvv^y, y^-r 
yyuyy, *<}) * *?y^ rvy *?y^ m^Jy, tfa y y s \fny *?y s 
<f^*vy^ J^yyvpy, fyyyy, vyy-yvy, ^tKofy 

5 i?y, ff7tKnt'!)v?^ fc^ V Vy, t Ka \fy y Y y t K 
vt'7Z?y s K'^yity, v^fcKntfy*^ ? hy t Ko if ]} * *?y s 
/N°-t Koi^y Ki?y, i^tKPeym^ f h?tKntfJ^ % /•? 

10 T~&t c y, -fr^yyy^ tt*z9y^ v>fc Kb79>, fb7tKn77^ 
^tKnfc^^ rb7tKalf7y, Kntf-^Mrfcr^ fh7t Kp 

^•fet 0 ^ Kn^-tr^y, ^yy^ f-^fy* i?K}?uT*y 
*y^ rf7tKpWxy, Koftf 7^ fh7tFoW 

15 fc KBt*t3/-^ f h7kKntW-^ (ttf-y V i?y) , v>fc 

t Kn^y^T)/-/K f f7t Kn-ry^ry-^ (-ry^ryy v 5 ^) % 

Kn77fv, 7b7t Fuyylfy, ^fc Kn^f-^Ty-/K t- 
20 hyfc Kn^-^^Ty*-^ (**t"V-$>T*SV V» > v>fc Kn^iJ-^y, 
rh7t Kn*3riK?y % s?t KotWTv^y 7f7t Kn*3MK? 
7^y s v>fc Kn*3riH?ify N 7h7kKoWf^ /<-t Kb* 
^IHftfy, i?t Kn^f-^T^f^ fb7tKPtW7ft°y 
Kn^f-^r^tr^ v 5 !: Kaf7^7^;K 7h7t Kn^T 

25 ^ry*-/v (fr^ry^^y) % Kofr^y ff^tKow 

y N v'fc Kof 7v?7^y r f7t Kn^Tv^Tv 5 ^ i?t Kb 
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y N <f-**;v7b y ^ ^f-^r >\ ^yKiiy, y-f y k y y\ 

ft7sy, v»t Kn-fy-<^i/^7ay s t Kn^f y^yy?~*-y 

f>7t Kn^y y y> /^-t Kn^y yy N Kn^y^y u^, h 
ytKP-fy^yyy, y*; v y s ^tKc7^7^^ r 

10 hyt: Ko7^7^ t Ko7^7^y i?fc Kot7f JJ^y, r 
hyt Kn-7-y^y v>y N Fnt7f^^y Ka^ydff-y^ N 
7b7t Kn^y^rf-y^ fc Kn^y^f-y y N *>t Kn3^-yyy N 
7h7tFnW!)y, /VtKo^tyij^ i?tKni/y;i;y y- 

Kn^yj/f7/wK Ka^yy^'^y*— ^ /«— fc Ko-^yV 
5 ^y-/K Ka^yyr^t°y, r by fc KP^io/nffcTi^ v^fc 
KP^yyv?T^try> 7h7tKP^y/*^7^fy N ^^y^^-fe^ 

20 y, -^t Kn^^y>^rf-^t°y> fF^tKD^yy^tftfy, S?fc 
K u # y"—/K fh7k Kn tj/w* y* — /k t Kdtj /w-?y* — ;k 
i?tKP7^y^ys r hy t: Knry y v'y, /^tKP7^y^y 
t Fnv^yyyyy, i?t Kp^y/ft7iy rh7t Ko^y 
/7 5y> r hyt Ka^vy^y*y, Kn^y^^y, 

25 /<-fc KP^y W7xy my 7 y s^^iJ-y, v^;*-yy % 

43 


WO 2004/002531 


PCT/JP2003/008039 


yl/ s ^<y^i?^Ty, Tf^^o [4. 4] /"T^ ^IMf^tfn [4. 
4] -^^f-^tfn [4. 4] /ty, T-tP^fn [4. 5] 7** 

V, ^r*fc°!3 [4. 5] r*^ v^7*fc°P [4. 5] T^iA 
f-^fn [4. 5] -r^y, ^iHF^tfn [4. 5] f*^ Tlf^tfn 
5 [5. 5] !>yr*Vs fcTo [5. 5] !)yf*^ S^dMhXfcT 

p [5. 5] >)yT*y> r-fif^a [2. 2. 1] ^79 v s ^f-tr 

S^n [2. 2. 1] ^79 TWisfu [3. 1. 1] ^79 7 
W*s9u [3. 2. 1] *99fs a-^MUf^n [3. 2. 1] 
^ TlftfV^n [2. 2. 2] ^Tiftf^* [2. 2. 2] 

10 ti? ^ ^ r h 7 1 Kn - ^ - 5 y^^t t Kp 7f fcV [3, 4 
-b] ^K-/m*#¥tf&*l,3. 

u79f> %s9xn<>9>* $/^n^rf->\ i/9u^79l'> x/tvirt 
9 V, Utn/l-ls^ ^cf*y, i/^n^yr*^ ^PKfA^ 

PVI/^ C4. 4] /-^^ ^tra [4. 5] 

7**^ *tfn [5. 5] $yT*ys t'i/fu [2. 2. l]^?^ 
tfi^P [3. 1. 1] ^79^ \*V9* [2. 2. 2] ^-^^y, T¥ 
20 vy^y, s A'TiT'v>9vm#fcW fetiSo 

^n^ty s e/^a^fy, S^n^xiA v"^ n^i/^v^^ f 
^n^f^xy, i/9n^79V^y, ^n*^*^^ ^1?^ 

rxky, ^v=fv^ <<v9"y^ -f-y*w > vtvn-ry? 
25 wy fh7tKot7?yy, ^^i/y tfy^-v-^ as — 

s— <^-fe^ N 7tt7fyy> rtt7fy, 7^ 
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7ityf^ r>hy±^ wtn [2. 2. 1] 

2-^y, bTWP [3. 1. 1] ^9-2-^^^ Wtu [2. 2. 
2] Ttttr-z-^sm&i&ftT bMc 

^mmm^-vM^^mt ttit «^.«r, ^y^?^ txv^ -7-y 

tfy>/-/K try^y N ^7^> tfy^y, tr 
y^?y, 77^ ^*y*y x ^f-y^/K y y^f-y-zK fry 
yy^ry-zw 77fy, tH^r^;K fT^ry^K y 
y k*— zk -ry-f^K-zK >fy^/7 7y ^v9f^r 

10 y^y, ^y<y)/ft7iy yy^y*~zw 'fWiy 
yyy> 7^7^, y-ry^y> t7f^^y dr/^f-yy> 
y, *yy/yy N ^yy^-^f-y^/K ^yy^ry-zK *<w<4%?? 

wk ^y/77fy ^<y-/f-T^7^^K ^y/MJT^/K #zv 
/^y-zK i3-^z^yy> r^y^y, 7xt^y ^y/77y s> 
15 ^y^y^y, 7st^hy^y 7xtyM3Uy ^y^yy^g 

y^y^ y^n^y^y, v^n^drf-y > y^n^y^y, %/tu$-#? 
y, y^ n y ^-y, ufx y, -y^ o £ y^tf y^ y* p Kf*# y y 
20 ^nhy K^y, ^nfh^^y ^a^^^7 s ^y> y^o-^y 
xy, s^cmm?^ y^n^y^y^ ^nt^fy y^c^^s? 
^y, i/pv^f-^y^ y^o^y°^^y x y^n^^y^y, ^ 
^^y^ N 1 Kn^y*yy % /<— fc KaTXt^y ^ry t 
Ko/fyfy ^fy^y ^tKnt7^uy fh7tKat7^i/y 

a s-'f^ty s-'fy^ty 7tt7fvy r^i-y^y, 7zv 
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tf-VlA 7^VV S 7lfD [4. 4] J-TV, [4. 5] 

*fc'P [5. 5] tf^n [2. 2. ll^7?y, 

[2. 2. l]^^-2-^y> tfv^o [3. 1. l]-^^> tf^ 
?u [3. 1. 1] 2 tfv^P [2. 2. 2]^*^ 

tf^p [2. 2. 2] *^*-2-^>\ T#~?y9y, /VT^y* 

**wy, **WTVy, *-*iM?fcrj^ ^f-^r-feffc^ ^Tv?y. 

j-TVTVy, f-rwy, ^rVT-wy, 4 yh*Vi?y, 

vy, *;v*yy, ?**y, ^yy^-wy, s<yy***y-Wy, -< 

yy***WT-Wy, ^yyf-^-^y, ^y^frfi^^ 

r^ify, ^y^T*£vy s ^y^itrwy^ ^y^y, y^/^TV 

t'pp^ tfoy^^, -Y^/y^ ^*vy^> hvrv* 
vy, hvryyvy, rhyyyy* ff7^y^ tf^/yv, t°y 

y* y v^> *S K K n t" y v>>% rh^tKnfy S?y\ fcf^ U S»\ S>t K 
Pt^v 5 ^, fh7tKof7^ ^7v?y, i?tKntfy*^^ x 
fytKat'n^s /<-fc Kntfy ^tKntf!)^ T" h 

ytKatfy^v?^ /<-fc Kb If y ^v 5 ^ FnT^t'y, fh7t 
KnTf^y, /^-t KnT^lf^ S?fc KB^Tiftf^ fb^tKni? 
T^tf^s /N°-t Ko^r^ify, tf-^S/?^ ;*-=3ri?*y> v?tKo7 7 
y\ rb7t Kn77^ S*fc Fatfy^ fl>7t KPtf^>\ Kb 
^•fetfy, ff7tKa^t^ KB^-felf^ f-^yy, 

^c*y\ i?KVv?-*y*y, rh7tKnft7i^ ^fcKaftlf 
7y,ff7t Kn^t°7^> KB^lfy, fh7t Kn^fcr^ % 
KB^tf.v, KB**fV—/K rh7t KB^f-y—zv (tf- 

%-9-yyvy) . *st kp^t y^f-^-zK ^ hyt kp-t y^fv- 
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WWypv'y) > *Jt Ko77lf^ f f7k Kn7 7f^ 5? I: K 

fh7t Ko^t^T^ 3?fc Rp^dMHffcV, r hyt Kn^f- 
p^iri^Tiffc?^ KP**1fi>ri?fcr^ v>k Knf7v J 7y- 

10 rh7t Fof7i?y, v>t Kp^Tv^Tv^ 7f7t Ka^Tv'Ti^ 

^t°^ *,Msyy N ^f-^ry, -r^Kyy> yyy 

15 ^77^ t Kn^y^y x /77y> v^t pp^^^ft7*^ 

v^t kp^v y>\ rh7t Kp*y yy> Ko*y y y, kp 
-fy=ary yy, 7 1 Kp-fy^v y y> ^tKa^y^u^ v>t 

20 Ka7?7^, 7h7t KB7^7^ ^tKn7#?^ *JM K 
nt7f D^y, 7F7tKPt77'J^ ^-tKPt7fP^ v 5 

t Ko^/^tjjy,fh7fc Kp^/^f-y^ t Kp^r/^f-y^ 

t Ka-w y y> fb7t Kp-yyy y ^> t Kp-yw y ^> ^y 
25 y^-^f-^r^ v>fc KP^^y^f-v 5 ^ -yt KP^y^r-y>\ t° 

7v?;^U^ i^fc KP^vy^-^f-y-/K /<-t Ka^y^f 
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i?fc°>\ 7h7tKo/<y/r^^ Kn^yVTiftr^ rb7 

KnT^Ui?^ fc K»7^ JJv^s S?fc Ka^y)/7y^ v>fc K 
ta^Xy^^cx:^ fh7kKB^^/77^ ff7tKc^ 

s?t*y?^ ^ tori's i?**-y-4y?y, ^ 

o [4. 4] y-^y, ^iMf^t°o [4. 4] y^^ % tfp [4. 

4] /j-y, T-fXt'u [4. 5] 7**^ ^T*fc°n [4. 5] 7*^ 

5W*trn [4. 5] 7**y, [4. 5] *f*y s ir*V- 

•jf^tra [4. 5] 7*#^ rf^^B [5. 5] $y7**y, 

n [5. 5] VyfUV, i?**-fxt°u [5. 5] ty^iiy, Tiffv^ 

[2. 2. i] ^7#y, Jr*Wyt* [2. 2. i] ^7*y, r 

Wy*?u [3. 1. 1] *<79^ T-f^yfn [3. 2. 1] 
^f-fcT^o [3. 2. 1] ^?y, 7f^n [2. 2. 2] 

^Tftfv'^P [2. 2. 2] 7f7tKO"^-*/^ 
yy ^f-t KnriffcV'f ^f-fc KP7^^>fy^ 

uy ^ytfixh^t Kotf7)/pt7f!J^lW[f bft5 0 
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S*V-/K hVT^-sK fb7^/K fcT?y-/K fUS^ 

5 77^ ^^y^y*^ -ry^vy^y*v N ^yyy*^ 3ryy 
>\ -ry=¥yy^ yyv N yyy^y\ y^yv^ ^y^ys^ *y 
^f-y^ ^t/u^ i^y; !) ^ ^^y^f-y^/K ^y/fr/- 

hyry-/K #/w<y~/K ^-*/^uy ryyt^ 7^^^^ 
10 v^^o-y^y^ v^^y^y^, y^^y^iA 7xtyhny 
>\ ^y ss^aMgtfsw bftSo 

R\ R\ R\ R<\ R\ R\ R x \ R 1 2 % R 13 > R*\ R 15 *5<fctf 

15 R 17 > R 1 ?, R 19 &±tfR 20 T^£;ft5»£££LT^ tfj&ffs (1)« 

/V3k (3)gm£&^LTV^t>.fcVNr^~/I'g> (4)gmS&# LWCfc 
iV^m#S> (5)fi&&&^bWTfc<fcV^irgit^ (6)E&g£WLW 

20 TV^«fcv^r^ yS, ^g&S&WbT^T^V^W^^HVl^ (10) 
ffi&g&^TLTl^T^ iv^/^?-^/^ (ll)^7^^^Ss (l2)T/i- 
adfi/;*7/M?~^g (M&W?> y fdr^/^-/K a: h^^/^n/K tert 
-y b ^^/^=/l^<^ C 1 ~ 6 ^^^/I^fc/^S^) > (13)*/^ 

S (-SO3H) % (14)^/uy^y£, (15)**#yg> (16)=hn£ N (17)V 

25 7vs> (i8)T^;yy£> (i9H^y£> (20)- b (oh) (2i)T/^/> 
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a ~;V*;vy 4 ~;V*$<D C 6 ~ 1 0 ^m^y 4 s (23)7Vl"*V> 

5 3jwl4£<Z>C6~l O^f^/VTjwW-g^) „ (25)7* fA'S */W 

«^.rf^y-<^©c6~i o^#is^/v#=/vs^) (26)^ys> (27) 

f=-^y£> (28) (C l-67^a*W y^X (09*.f*» 

10 ttfffciftv^5«ffi&i/cvvrt>«fcv\ lllttr© rg^s^LT 

VX%i.^TA&AJL\ |C*JJt5TA"^A«i UTtt^ M£tf> ^^/K ^ 
5vK n -^ta tVK -1* y^* t°/K n-r^VK y^^K sec-^/K 
tert-^/K ^^vK ^vvK ^7*?-/K rf-^/K S~'K T^K 

15 7i/;K ^f9f^^ t^fv^ y-T^vvK -<3V;vSf©ili^ 

fc&v>- c 1 ~ 6 t/v^/vt ^ y s ({ffiii y 'f'flsr % y , ^/vr ^ y s 
ynfcv^r^y, ^y^r^y, s^^/wr^y^) % N-^#^r^y 
20 x (09*.ri, N-^-zwr^yg^) > N-arW-N-TA^f/ur^y 

/WT^yg^ N-7x=;v-N-7 , o^7^/I> N-7i=;U-N-7 
W^yl, N-7i-;t/-N-^y W^/I> N-y^-^-N- 
a^v^tus^) > 7W5;t N-T^-N-r^/wr^y 
25 S N ci~6 7;i'3^7i (#lx.fc£> y h*Ws hurt's 7p*^^ 
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;vjr**smm > C7~l5 77/^/^>S (0!i*.tf> ^^/^^V, 
5 ^/voi^/^^-^ i/^) % y j * C l ~ 6 r 3 * V* /nfl^/v* (M 

##&*A'#WV£ (M*:^ 7i^M=/^©C 6 ~ 1 Of 

mmm^x^x-b^mmm&mmfbti. ^koffit^g&gttg 

m*ltfeft&mz 1 &V^L4flIg&L-a^-C 1 bJ:V\ J TATA'S© ff 

15 HSi: LTOTW^Sfci^N-T^-N- (ci~67^;>) 

•ct><tv>7K^Sj . rfjjm^twttiv^/Hj *5J:u« rg& 
*Sr*fc>-t- 0 n-t^A'-n-ta^A'T $/£fc*5tt5 rr/K^gj 

20 Lt^ 0!lx.tf> *77K n-^alf/K ^/o^K n 

/K /K sec-^/K tert-^/K 'O^vK ^VA\ 

^/K ^y^f^/K ^^rf-x^/K t^^7V;K ^7* 

^x/K ^ a VA'£^©Ett*K*fctt#£:fK© C 1 ~ 2 0 T/v^vS^^^tf 
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V^p^^ f^n^V:?>\ V^n^^f-^ N */9ns<?$v s */ 
^o;ty> ^nf*^ i/fvVyfJjy^ ^pF 

^p^iyx^ v^n^^lry^ V^n^^x^ *y$ nirt'ry^ *s9 
a^y^^xy, n^^^y^ -y^ u^T^y^y^ V^p^-^^ 
^i/ify, ^<y*yy N fc Ka^<y*yy N TXyy, t: 

10 tKn^7^yy> ff7tKnt7^vy, ^fcKot7^vy, ^7° 
^vy N A'-tKa^wyx tf7;r~yy N as — fy^izy, s ->f 

yy±y^ r^-ry^yy, r±i-yTy^ 7/^yy> 7xti^^> y*- 

Wf^fcTa [4. 4] y^y, *fcTu [4. 5] x#y, [5. 5] * 

yfjjy, tfv^n [2. 2. i] *<?#y^ **sf* [2. 2. l] ^7° 
tr-y^n [3. i. i] ^y, trs^p C3. i. i] 
^7°^- 2 -*.y, [2. 2. 2] -fr?$y, \f*y?u [2. 2. 

20 2] ^ * - 2 -^y % 7?-*y9 y> ja>7&**v9 yW&^?btiZ> 0 
r £T*r^^s©flHft£fc lt©^^©«1&££ lt«> c 1 ~ 8 

/K "T sec-:/?vK tert-^/K ^S'/K "</?7K 

as^umm) > t$/s, ^y-£ 

25 f*S?- C 1 ~ 6 7;v^r %/m (M&tf > * f-*T ^ / > ^ / , 

7 p ntf/l'7 5 7> S^^VUTSA ^x^7 5 7§) x Cl~6 7;Va^ 
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1 ~ 6 T/Va *i/jj/V7$-/vm (0|X.^> * h ^rv'tfA'^/K ^ b *t*S* 
15 lfcV^5fi<0^nJ5£P«ratr % 3-1 5MC^1, Z^fcftHgU*;^ 

fhy^/K t°yy-/K t°yv?y, t°7^y N t^^y, t?y^y, 
T*£\?v^ i?THify, 77^ ^y, t*tt^ tty*ss s 
?y s ^\fy, •< ^7V-/k -fy^T 

^-r^y, j-Titr-Wy, xk-/k jy^yF-sK -{y^Wy, 
^•yVyyy, ^y^y/77^ ^v/^7cny % ^y-<y/ft7x 
y> jyyy-/K *;vy, <fy*/yy, ^/vv 

25 7fi?W s yTDVy, t7fy^y, 
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WT-Wy^ ^^y^t°^ N s<yy^Tm?y^ ^y^/f-TVT-wy^ 
^yyrnt'y^ ^y/^Tift 0 ^ ^yyyyfy^ ^y/f7i?ry- 
/k ^-yy h y r y*-/K #/w*y*-/K 0 -#/i^y ^> y ^> 7 
5 V^y^yyy^ ^y^fy^ -y^yy^y^y, y^j^-r 

*?y y y*;*wy, y ^y^-V-f-j y s ^Ty*vy, y^j-yhW 

y, y*i-yhwy, ^y ^i?ymwm?tbtiz 0 mmm*. &mm* 

y^ <<s.*vy>\ J^yyypy, hyry*y>\ t>yry*y^ 
yhyvyy, fb^yy^ fyvyy, ifyi/y^iA ^tKPt°y 

15 Vy^ ff7tKD^D ^ f^y Ko t°y fh7tK 

b^7^ fc^y^, ^fcKufc°y^y N r by t k» try 

^°-t kp if y ^ kp try ?Vy^ hf t Ko if y ^v 5 ^ /< 

-fc Kntry^^^ S?fc KnTflfy, y by t KnT^lfy, *-fc K 

20 Tiff^ ^i/yy> tf-^Hr*^ ^tFP77^ fb7tKP77^ 
•^tKntfyiA -rhytKnfy^ i>t Kn^-^-fef y s y^bytKn 
^■s3r-fefy N /^-t Kpm^y % N7^ 3-^9 y^ i^tKnW 
f h7tKoWxy, 5?tKnfttf?y, ybytKoy^ttT 
y^ N i?fc Ko^a:tr>\ ff7tKPfx^y, ^tKPfx^^ 

25 t Kn^fV-zK y by t Kn^-^^y*-/^ (aNMf-;/y S^) , v»fc 
Kd-f y^u-y-/K y hyt Ka>fy^^-/-/w (>f y*-*1f-yy 
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5 rF7t Kp^IK^ s?fc Ko^f-^r^^ 7 f7t Ko^f-i? 
7v?y, KajJ-^MH?*^ 7h7t Knt^^y> /<— fc Kn* 

df-f-^tr^ Koa-^H-^r-tftrj^ 7f7t Ko^f-^r^t 0 ^ 
io >\ $?t KP^r^r^y, 7b7t kp^t^t^^ Kp^r-iff 

>\ 7h7t KPfT^fcTVs FnfTf tV N 3>fc Kn^T^T-if 

s^i: kp-t wjyW—A'* Kp^y y ^> 

^tFP^y^yy^s is Kn*f y ^fp7^7^ x 

20 h7tFB7^7^ /^tKP7^7^ i?tFot7f 7 1 

h7t Fot7f y ^-t Kp-7-y^y ^ s>t Fn^^tyv> 
rb7t KP^y^y ^ /<-t Kp^r/^f-y ^ pp^yy 
rh7t Kp^-7-yy ^ t Kp^-^yy ^> kbw y ^ x 
h7t Fow; /vtFowyjJ^ ^yy*t^tfry> v?t 
25 Kp^^y^f-^^ i?t Fo^y^7i?y, tfy^y^e/^y 
t Ka^^y^f-y— /k /<— fc Kp^yy^-^rf-y— S^fc Fn^y 
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PT^^y, -^tKP^y/77^ i?tKn^y/ft7iy, r 

b^t Kn^yy*77y> 7b?t Fo-y^yywxy, t Kp 
-y^y/77y, /•?-tKn^yy*ft7xy, wy7y, $fcf*<¥f- 
10 y> i?ft7y. sw^* VHr^Wsyv* ^yy^t^fy^ ^p^ 

£<Dg&££ LT ©mil «£>»&££ UTte> Cl~8 7;^;vi (Mx.tf> 
>c^/K ai^vK n-^Pf/K y^PtVK n-^/K -f Vzff-^ sec 
-y^V> tert-^^/K 't.yf'A's ^vvK ^fvK ^^S^O > 
15 7k^£> T^/£. fl^M?*^^ ~hp£s */-3:fcte^-Cl~6 

r a^/wt ^ / £ (MfctfU * fvw ^ / > 5 / > y p tr^r / > 
^f/wr^s p^a/t $ s if) x ci~6r;^^yl * 

tf/l^^g (Wfctf* * \>**S%Mt~A's 3ih^^/V^=/V> tert-^ 

•feh^rV, x&Astfrifi—A'ttiStf) > Cl~47/VWtS (09*.ffx 
tf-H^f-Hr^ OL^-}V^-t, 7oWt, -ff-AS?**® s ^o^yl^ (7 

y** its* na^ a**) mamfhtis ^fiho^n^m^mimm^ 


56 


WO 2004/002531 


PCT/JP2003/008039 


10 m&RXmV&WfbMo —1$ti1t\t&M&fflaZ1nx^x%£^C3~ 
l 5 0¥9k -XtiltttEJ&tttt&mm&bVXtts MZ.t£s Vtvzf 
u;<y s Z/?vy*?y > i/fvtyjry* V^n^^f-^x Istrv^-fZV^ 
*y?v*f ?y^ n !7^7*#^ ^ a 

Krtf^ V^ofP Kf*^ ^prh7f*^ v^n^^x*^ 

15 S/^n^yfy> i/^a^dr-fey, S^a^X/x^ S'* 

&*.y s ^<y^y y -<y# yy, t Ko^y^vy, rxyy s 1 
Karxyy, ^y7^ /^tKo>fyfy, ^y^ -t-^^i^^ 

20 ^vy, /N°-tKo^yy> ^7*^1^ as->fy^ s -4 
y?±y^ r^y-y^vy^ T-tl-yry, ytvxvy^ y^j-uy^ y*. 

25 ff^fcTo [4. 4] y^y, *tTu [4. 5] 7**^ ^t°n [5. 5] >7 
yfjtjy, Ifv^a [2. 2. 1] ^7*9 y^ \?*stu [2. 2. 1] ^ 
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\£%/?u [3. i. i] <^-7fiy s trv^n [3. 1. 1] 

\£i/9u [2. 2. 2] ^^V, If^D [2. 2. 
2] 2 T^V^*^ //^T^^^^^f b*lZ> 0 

^ h3->\ ^h3->\ ^cz^^ /b^rVf) , Cl~6 7/V3^/V 
^ N au^-jv^, ^nWt> ^/v^;^) , 7 5/1, ^y-tfc 
ym. Mm. lUf^ 3**) ^ MJ^ny^g (#Jx.f;£, MJ7;^d^ 
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Th?y-JK f^y-zK t°ys^ t°y^y\ t?y 

n?fcry> PTH\?y^ 77^ mtfy, ^ary^v s 

frfify, ^r^T-tftfy, ^ y k— /k -r y^ y k— ^yKD^y 

y, s^-r^* wy\ -^^y-/K *yy>\ ^y*yyy> 3vy^ 
y> 7 s y^ y^9^> T^y^ 7"7^y^y, */*f-y>\ 
/!)y y y N ^yy^-y-y— /k ^v/fr^/w ^yy-f ^ 
yy-/K ^ny^, ^yy>ar«>\ ^yy^iHft^ 
-y-^r^tf^ ^yyfi^y, ^yy^riftr^ ^yyfr^rfify 
^yyr-t?^:/. ^<yyi>T^^^ ^yyy^f 1 ^ ^yy^r-Jry— 
/k ^o-yfyry— zk #/w^y-/K js-TJ/v^y^ ryy^^> 7 
*^y>x ^y/77y ^-y-y-ry, v^yy^-^y. y^/j-r 
7:c.;*-y-i?y, y w^rf-^^ fry^wy, y^vhy^ 
y, 7xtyfa]Jy, ^y ^y^flWbtiSo g^JS^ ^Sflie 1 

y^^ N ^^^yy -r^yyy^^ N hyryy^ hyryy^y, 
xhyyyy> fh^/yv'y, t^yyy, e^yy^y, ^tKutfy 

i^y, 7h7t Knify^y, f^yi>y N i?tKDl^7^ fh7t K 
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pfcfy^y, fc^y>yy N $>fc KtatfJJ fb7tKo!fy$^ 
/N°-t Kn fc°y * i*y N ^fc Kn bf U ^yy, fh7t^ W 
— t try ^i?y N i^t Kn71?^y, ff7t Knrf fc K 

PTfl^y, KP^Tiftfy, 7l>7t Kxa^Tiftr^ *-fc KnS? 
5 Tifbfy, J^i/yy^ 5?fc KP77^ 7h7t K0 77V, 

-yfcKPfcTyy^ fh7tKot°7^ i?tKnm^ 7b7tKn 

* % Ss 7h?tFnft7i^ *yfc Kaftf7^ fh7tKcftf 
yy N i?fc: Kn^3it?>\ 7h7tKn^^ /-t Kofilf^ 

Kn>r y^?-y-/K fh7tKP>fytW^ wym^P^ 

y) N i?k Knf 7h7tKof7y-^ (^/Pv'y) „ v 5 

tKn^yf7y-;K 7f7t Ka>fyf7^ (-f y^r^y^) x 

Kn77fy> 7h7t Kpyy1fy> Ka^-dr^i?ry-/K T 
15 h7t Kn^f-i^Ti/wv (W^y^v 5 ^ , S?fc Ko^^y, 
f h7t KP^f"^^ Fa^f-i>r^x % t 1 hy t Ka 
T^y> i?fc KotW^ 7h7tKntWlfy, ^kKnt 
^iHfbfy, Ka*^S?T<tf^ 7h7tFatW7ffy> 

20 S?7/-/i' Vf-TitT^/Vi?*) s Kaf r^y, 7h7tKnf7-y 
y N v?fc Ka^T^r^Vs 7h7t Kof7y , 7v ! y, Ko^Tift? 
y, f f7t FP^T^try, /*-fc KP^Tiftfy, Kp^T^T"^ 
tf^s y hy t Kof7^7^fy> fc Ka^^^fy, ^/Wfry 

^a-*^* y y, tdrtf7y> y k y y > y W y KP ^ 
25 p^yyyy^ /<-t K»^y^7?y, ^tKn^y^y^^y, ^ 
— t KP^y^yyy^y % v^t Kp^yy^y^y^ t Kp^yy 
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t 1 hyfc Kn^y U ^> *-fc Kn*y y Kn-f y^y y ^ % 7 1 h 

5 b7t KB7^?^ fc KP7^7^ i^fc Fnt7f y 
fyfc Kny-yy^ys^ ^—M Ka^7^y v 5 ^ Kn*y*tf-JJ ^ 
hyt Kn^y^f-y^, /^-fc Kndry^rf-y^ S?fc Kndfy-yy^ 
f h^tKoWiJ^ /^tKnWy^ i?tKBW;y, x 
hyt Ka^^y t Knv-^y yy, -^y^SMJ-^r ^> v=t 

10 Kn^^y^f-s^ e?t Ka^yyf r^y, try^y^e/v^y ^ 

y*fr/- /k /<— t Kn^vi/^ry*^K s^t Kn^fyV x?*/*-^ 

n#/w*y-/K S>t KnT* V S**\ fh7tKn7^!J /*-fc K 
pr^-yy, ^tKa^y^y?^ ^tKP^y/ft7iy s y- 
byt Kn^yy'77^ y by t Ko^yy*ft7a^ fc Kp 
20 i?^y/7?y, /vtKp^yyft7xy ^y7y s^rf- 

^yym5y> ^y/^ry|^ifbii5. irT?«*io 
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-to ) > mmm^Lx^x-h^^mmm mm mmm^^x^x-h 
5 m (MrtB m^m^Lx^xh^mm^mi tmm&zmfrir, ) > 

c 6 ~ l 0 ^ 7^«^^(f?> 
tt5o iitrv;Hi: LXiX (l)m^^LX^XhX^T^/^/^ 

is &g£WLWTt>J:vNT^/W3\ t&iB rg^sr^LTv^rtiiVNT/i^ 

tl^C#*$r^^i-o rg&S&^LWTt>J^T/i^~/V'#/i' 

^Xh^T/^^^^^^1 ^*5tt5g&££rW L WTti J; VVT 
20 /i^^/WS, StffB rg&g&*LWTt>J^T/t'af~;i'gj £ |S] Clc*& 
m&1r 0 rg^^u•rv^Tt>J;v^J^^*;^7j?-/^SJ fci&ttSg&S 

&tt5g&g£^bTV^ 1 b<fcV^iff§tft, SiffB rg^s^wuxv^-ctiJ: 
25 v^SSj ii^Cit*^»1- 0 gmSit-c^ rgm^^Wt-cv^t> 
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N-^fvt'tf/w^^/i^O , N, N-^Cl-47;vW/w^/f;v (M 

10 ;l/X;V7r c E^ N-^f^^r*^^) , N, N-v > Cl~4T 
-^xf/l/7^77*'f/K N, N-v J 7 , o^/V77 ; e'f/K N, N — 

imwm*. mvtm&mki*, mmm^Lx^xh^r^^m, g 
15 mm^Lx^xh^T/^^/vm, m&&*%Lx^xh£^T/i'*~ 

a^vs, m^^Lx^xhx^T/^^m, *tci$w&&*fiLx 
^xh^Tsu^-sum^&mfbftZo 
20 sitit£g&£ift> m^m^Lx^x^x^mmm^tcit 

m^m^vx^xh^Wimmm^MM^ M?&mnt, mx.t£* at* 

£*l5g&S&^LWTk,fcV^SiU3tt6 rg&gj ^LT^frlS, 
g&S&W L WC t> <fc V^mSt fc&g&g&^iF LX^X t> «fc V^gg 
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mma $ttTv^-ct) < J;v^4~l5M^r^tfc itBm^^m^MM^v %> 

5 /k \fyy-;K try^ t?7v>>\ ey?^ try*^^ rifev, 
v>T-£f>\ 77^ t°7^ ^-^t'y, tty^Ss ^t?7^ ^ 

10 f-Ti?TWys TPVP>^ T^ifW^ ^ n y y\ If a y ^ N ^ 

y*y:^ bvryy^ vvr-zv^, Tbyyyy, 

^7^, S?fc Kntfy fb7tKn^P^$?y, /^-tKntfy 

15 SS?^ S?kKPtfp^y, r hyt Kntf y ^v 5 ^, /^fcKntry^ 

f-/-/K fh7tKo^mt/-;v (^y^f-^y ^) % 
25 Pf7/-/K fb7tKofr^/> (^ryp^y) > ^tKc^fyf 
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^f-^ry-zv (^f-^ryy^y) ^ ^tKn**^^ rf7t 

v>fc Kp;*-*lH?fcry> f h7t Ka^f-^tf^ /-?-fc KP^lHftf 
5 y, i?t Ko^-^f-^T^lf^ ff7t Ka^f-^T^t'^ >*-fc K 

10 hyt KP^T^T^f^ KpfT^tV, */Hfcyy N 

*/V*yy, ^-^f-^T^ mV7^ y* 

-fy^^K-/K -f^Ky^s ^^77^, -ry^ 
yyyyy, ^y/Wxy, -fy^yy^tf-y^y, x^r^y^^v^ 
4 y?y-;K *;yy. jy*c/vy> *y v -y>> yy y, y ^y* 
is /fu^ ^yf-y^v, ^y^u-y^ ^yy^ *<y 

y^-9-y-/K ^y^ry-^K ^<yy-r yp^y> ^y 

y^*fefc°y, ^yy^lHftfy, ^yt^t^^y, ^yy-f-x. 

^Ti?^v> ^yyy^fy^ ^yy^rvTy—zK +**y b y ry-/K 
20 #/w*y-/K /s -7j/v^ y y> r * y y *^y>> *s*yyy y y, 
*iry?y, ^yy^y^y^ 7x/fr^ 7x;Wy y^ 
/^f-fM^ f7y^vy, 7xtyh^^^ 7xtybnyy x ^y 
^i>>\ -fyKyy> jyjyYyy, xttvn^yyyjy. *-tKn 

^y/77^ i?tKP/f7^/77^ ^tKP^y^/77y 

25 Kn^y/^xy, />°-t Kp^yy^y^^ Kp-ry-^ 

yy?-iryx-y, fc KP^y^yy^y^y, i^t KP^y*V-;K 
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b Ku^yyy, Ko^y^/yy, f b7t K»-< y=¥yy y, 

tKa^y^/D^ >7tKo7^7^y fh7tKa7^7yX 
kKP7^7^ ^tKot7f!J^y> f b7t Kn^7^y $>y\ /< 
5 Kn^^^y ^y> S?fc Kn^y^f-y ^ 7 s " h7fc Kn^/^JJ y, 

KPdry ^f-y ^ v^tKn^tyj^ 7b7tKc^9y, 

b Ka^-7-y*y v s ^tKnyyyyy, fh^tKoyyypy, ^ 

— t Knyy/ y ^> ^y^f-f-T^ i>b K^yy^^f-v^ 5> 
t KD^y/fT^y, tf^yV^/y^y y> Ka^yy^-^f-y— /k 

-/K Kp^yyriffy^ 7l>7t Kn^y/rfi^y K*^ 
yyi?7"t?^y> ff7t Ka^y^-yr^t'yx ^y^^t^t^y 
t Kp^yy'^iH^yx rb7t KP^y^^t^^y 5>t 

15 /W^y-/K fb7t Kn#/w*y*-/y /<~Z KP#/w^y*-/y K 

e?^y^7 7y, i;tKP^yy , ft7iy, by t Ko^y/77 
y N fb^tKp^yv'Wxy, /<-t KB^yj/7?y, fc 
Kas^yy^y sy s^MM y ^\ ^<yy*sWri^ ^p^y, 
20 ^y/m^y ^yy>y^ry> rf-'^tfa [4. 4] y?-y x 
•r^^a [4. 4] /i-y, ^^f-^fp [4. 4] j-rv, r-fx^u 
[4. 5] ^y, [4. 5] -rTjy, sw*trp [4. 5] 

r#ys ^^^tfn [4. 5] 7*#y, ^iMF^n [4. 5] x# 

y, ri^fp [5. 53 $yT*y, ^u-yfp [5. 5] ?y-r#y^ 

25 Wt^fa [5. 5] Wf%V. Tiffin [2. 2. 1]^:/* 

y, ^-driMf y ^ a [2. 2. i] ^.y^y, r-fi^y^p [3. 1. 13 
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10 


TWi/tn [3. 2. 1] P [3. 2. 

1] ;t**^ 7f^o [2. 2. 2] v^Tiftf^n [2. 

2. 2]^^>' N 7 i h9fc Ko-fl-*A^P^ ^f-fc KoT^tf/ 
[3, 4-b] -f^K-/K 1. 5, 6, 7, 8, 9-^ftKc7^tf 

/ [4, 3-f] 1, 5, 6, 7, 8, 9 .^tKnf 

7)/p [4% 3' : 5, 6] try K [2, 3-c] T*t?tf^ 5, 6, 7, 8 
-f h7k Kn-lH-f [4, 3-g] ^fy^yy, £fcft5, 

6, 7, 8-fb7tKn-lH-1^7/P [3, 4-b] -1, 7 -±y 

R 2 (R\ 


15 ir^x<Dfc%&M&k®KMife*&t>-t* ) 

fh7/^K tT7^/K tTPS^ tfy^iA tfJU^y, 
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y^y^-y*^ -r^^/-/K */y>\ -ry^r/y^ :/y>\ ? 
5 ^95?^ 'frvWs i-y^v^y, *;*y-yy* *-ryyy, 
yy N ^yyt^ty^/w ^yyfry^w *<vV4%w~ /k 

u-*^#y^ r*ys?>\ 7*^^v N ^y/77^ ^v^ft 

io S&iqBfSixri^-t?^ trys^ ft7xy, 77>> 
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(R 16 ) P 
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»18 


Rig 


10 
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(R 14 ) q 
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«9s ZQ&Hl, *>Vi$~;vm, ?-**/irf~A'£* B&tiK^ 

20 m^m^tammm^Lx^xhx^r^ymxh^, <t<9 »*L<t±, 

fvug* 4 yyu\?/um, n-^/^M, tert-^^S, 3-^/1^5^ 
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R ll fcUC#SL<Wu g&g^LWT'b.fc^T/V*/^ g&S£ 
10 ^TLTV^fciV^KS, g&g&WLT^Tt> <tV^T^/3£> T^a*^ 

15 ^rbTVvcfc.fcv^B&ak iJIS^f twt> iv^57S, 7^3^^ 

vvm-^s, vr/s* 7y*gf, t-tti-mmm+vhZo 
20 #LTwrt>*v^«a;* i^Mtuwbi^r^/i, r^a^ 

R 14 i:U-C^*t<tts gmS£#LTV^t>J^7Vi'3vt'g> g&££ 
25 tl/Wt>J:V^»3E, BftSSrWl/ClvC&J^TS/X* 7^3^^ 
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R i6 tLxBt.i,<^ mWhrnz^isX^x-b^Tju*/^ mmm* 
tv^&j^t^/s, *rcf*v7vg-e&i!), 

20 SfcttS'T 
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5 s£LT03;L<«, Otfcttl, 2£>S$r?&?K J: 9#*L< fiOT? 

10 £>5o 

ni:UT0*b<(±, 1 "(Mb*. 

15 p£LT0SL<H:> 0*fc»lTNfc!K £ DfiF* t< ttO Xh% 0 
— ^ (n) ^$ftSfc^©£*©#£©:£ilM:* WO01/98301 

xmrnx-mm't z ed g- 5 T>?=t~*ht±, edg-swiu E 
20 dg- 5 ttmmki-zhfDxhMmx-bMfrte^ mtut^ hhss; c i j 

LTtesWOOl/98301 ^WiSW^OllifiMfclBft^tuTV^Sft^^H' feftS. 
N- (1H-1, 3, 4- MJ **$-)V\f7-/xi [3, 4-b] tf JJ 
25 T^/-N' - (3-^aa7a:=^) ^Sf N N— (2, 

6-^^na-4-t p yy=yW) -2- (4 — fVT'a^-l, 3 
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f-/U-lH-h°V^U [3, 4-b] ¥})P>'-6-'(Jl') t K7i?^/V 
^JSWCffiffli-SEDG-Sr^^ hfi> EDG-5MU ED G 

7Vi"¥/K Tfrfr-sK 7A"¥=/K T;v**i/^ 7;v*;v?-$-, 

$£>fc % »s *&£8*fc*5tt$J*fi:# (E, Z, ^ 

* N hyy^) , *#JiH8©#£^<J;S#M4ft (R, Sfo a, mW. 
10 cc^^tf"^ ^r^T^-) , »^tt5»ltl|: (D % L x 

^Wfb^^H^fc^^tiS^i: LTtt, ix.^ T/v* y&Jg (# 

a *toK#i8fciu mmm., y yg£ti N nmtt^) . h y 

25 y/vxvmk^ %Mt&, M^WtM, *sa.99ML> y-r/^mm., ▼ WJ'fc 
SAfR*. ^v^-M^S&iU ^^/nfryftilu 
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5 ®m.<Dmmito testis, 

Tfi> W&ffTfc, r*=-A'JMfcB (^*y-,Hg) VolftNati'Mf^^rf b 

«W (i) ^^wft»rui^ft§^ *©T$y£asr^- 
/Wk r/^/Wbs yi'ifefcSftfcfttefc (Mx.ff, (i) t?^£*L 

tf~/Wb> (5-y ^/P-2-^-^y- 1 , 3-^-^y — i/V) 

/•W/M-^y^/Wb, Tth^^fML tert-^/WbStifcfb^ 
#) (I) *©*Bfe£# 

(i) T^stt*{b'fr»©*»S35*r-fefMbs w/Wk yo/N-y 
^/Wb, tr^n^/Wbs f-y^=/Wbs r^^/Wbx 
t $ y y ^tf/i^MbSftfcft^^) ; -j$5£ ( i ) T*$tus-fb^ 

ntc\k<&® wz-ft, -fist* (i) ^saxs^*©*/^*^**^ 

^ y y f-A'x-a 7vWb> tv* a ^ /i^-a^y ^vwt* 7vWb> x. y 
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X&m&frlthMm^btiZo 

a) -iRs: (i) T?^*tL5ft^»©5^ Aimmm^&tt-tz&m 

15 ZtfS-NR 103 -£fcte-NH-£:»U B*S«ftSSrWbXV^t> 

tt*****-*-^*, *>-«5S ( i - 1 ) 


-JSsS (i-D (m) 



(I-1) 
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(I I I) 

&^^&^£ftTV^ ) •C^StiSfl^fc, (IV) 

R200-1 

5 W 

B 1 *3 < J;0R 2OO - 1 «B*3j;^R 2OO i:|^CE*«rto-r^ B^itfR 200 

(ffl) -^SftSflS^^ -J&iS (IV) •es*3*L5fc**b©RJ6 

t±, itfi hrs: (m) -c^s^fb^sraaE (t°y^^ yy^As 

15 /WT^X^) <D#£T> (IV) TO £ 5 1 « W t^aa 

Cm) (^-*f->\ rh7 

20 Rfc^-hi; *A»ifcS0 Srffiv>T, -jKjsS (iv) TO£ftSfbi^i:0 0 c~ 
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(1) T/^y«^ 

(2) WS^TfcfcttSKfiWE*. 

(3) ttl^CWKW, 

5 (4) ^y^s^ftfiMi^ 

(5) ^fc/BV^#fi*«RJfc 

(6) dfe«tfr*Sr^v>fcJBi«»5aS:4gE*s^rf bti* 0 

(l) T/u*yap*^*»cJ:»Jtt*«RJ»W:, Mill ^MffiK 

»flrt-MJ*A % *Bftft*p^A, 2kfiMky^i>A«t) % r/^v±m^m 

15 (2) S«b#TT?©JKiSaiaSH:^ *T$S?« (^oa^y, 

hy7;^o^ p^y*/!^^ p-hS/vi/gMSO > £fcf*M^ m 

m, m,mm) tuii^oa^ 4\ 2, 2, 2 

20 fTftfrfrlSo 

(3) to&mtmK. mz.t£, tm (^-tvwr (x h 

r^a-^* x.*/*-A*t) , -<y^y^ (s<y^y, V/is 
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(4) vy /umtDM&mm;^ m*.&> *kWtoL5&*mm (fh 

TV Kfc/HV^ 0~4 0 o C<DU.gX'ftt£t>*lZ> o 

(5) MMv^iKiiwsie^ mmm mm, P H4.2~7.2 

io ©amrcfrfctoftSo 

(6) 6M^*ftV^0l*tt£ftf^ flfctf, (s?*»u;<* 

^bh h y ^/v^x, h y o^/w/y >\ kv» y >\ 
is ^^r^>-> fny^y^s) , #wm (mm, ^m, 2-3^/w^f- 

^H^) »J:t^/*fc«:W«aW[ (2-^/^ ^f-^^-hy «7A, 2- 

/w^^^-f y/?7 (o) > r&ftt** (hy^^/Ms*?^:/) /< 
20 ?s?«7A (n) > b»*?s>*a (n) .tfbMJ^ (hy7*=/^^7^ 

y) n$?r>A (I) V) £/BV^ 0~4 O'C^fig-CfrftfrftSo 

£fc, ±|B^^K^t> N OT&tf* T. W. Greene, Protective Groups in Organic 
Synthesis, Wiley, New York, 1999 £fB$& $ foltjj&K ioX, ftftff£J&&fr 

25 tf/M^VA-gO&^Si: LTf±, m*.t£* 7 V 

t-^;vm, FiJ^axf/l'S, ^^^/W (Bn) 7xt'^S, 


79 


WO 2004/002531 


PCT/JP2003/008039 


7k@££<D^g£ LTtt, flfcfc hy^S, ^h^^f" 

>V (MOM) l-^hdr^^ (EE) fvl' 
5 (MEM) 2-X hyt FDtf7^ (THP) g> r« y y ^ 

(TMS) bV^f-A^yV/^ (TES) t-^/i-i>^^/^y^ 
(TBDMS) t-^/W^cn^/l^y/k (TBDPS) T-fef" 

(Ac) \?s<w(/um^ ^vV^Mk* s<y*y/v (Bn) & p-^ 

h^^^v^S, rjJ/^^^/V (Alloc) 2, 2, 2 

r ^ ;m<D&mmt lx^ mtt^i?M*t/ijfri&~A&> t 

b^tf/l^^g, T V fritH-V* (Alloc) 1 

/I'— 1 - (4-tf7x=/l^) xb^S/J&A'jjfsiA' (Bpoc) h y 
tPTtf;vS, S-^AtfWi/M h^V^/M?—/^ ^V^/W (Bn) 
15 p-p< h^^V^/VS, ^V^^V^^/W (BOM) 2- (h 

y^^/v^y^) ^r^^fvv (sem) mwmtfbfr&a 

* h**y*^^ (MOM) 2-7 l h7t YWy-ZV (THP) S> V? 
7s=^f^l, r-fe^/V (Ac) S#W&*L5„ 

V\ Mx-fcfx T. W. Greene, Protective Groups in Organic Synthesis, Wiley, New York, 
1999 fcfB«£ftfcfc©;WBv^ft5. 

(1-1) xfFZtizfc&m*. (v) 
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HH5* (VI) 

R200-1 

B 1 

— (v) -C^ftSffc-a^s — JH^C (VI) ■e**tt5-fc'fr*©RJ(S 

(v) -c^^ns^^ms (try^^> mj^/w 
jvT%vm) <^«Ts (vi) -c** s ft s \Y&m t ^mm (^oo 

*fctt, (V) -e^*H5fl3^*«rW«8»fllE (v^^rf-^ rfy 

IfttMJ^iaf) Srjavvc, (vi) -e^ftSfb-a^ o°c~ 

(i-i) x-TFZtiZfc&mz, (m) ■^SftSffc^N 
20 (vi) -c^ £ ft£ k&m& £ tf-$5£ (vn) 
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5 ( ni) ^$*t,5teiN&u (vi) -e^$tv5ft:#ti*3<J:T>'- 

j« (vn) T^£fr5teiN^E^ Fi^tf> ^a^S <B»**VK * 

nn*M, ^bb^^ v?^/t^-7vK ff7tKD75^ ^ 

-IK (vi) -c^SftSfc-S^ -flfc* (vn) -e*£*i3tt;£* (0!l£tf> 

D ^ /V ) #-#*-h) «) , ^^/-/Wt^ (0Uf^ CD I (# 
As#~Ar*M$W-M * TCDI (^*A^?=A^-f 5^/-^) «) 

b) -fl£5& (I) T*/T$n5U^H> A#i#W^ft*tt8WJ 
ft»*i»U X#WW«fcU Y#-CO-*fctt-CS-Mtt>U 

20 z#-nh-m*u B#«Mi**rb'cv^*j:v^aHfcaiw*yf<b* 

fe, 1-fc*>t>-«5*; d-2) 



( 1-2) 
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(m) T^tis^-a*^ -jM (vm) 


(m) -e^^^sib-a-^ii-^ (vm) x^M^mto^ 
te, M*.tf> «I (b/^y, s<yV^ *vvv, *rh?t Yuyy 
V^W&ff-XsV^ v^^/ioc— tvV n l, 2— J^oaa^y^) cfJ N 0°C 
10 HitmgT*fT& 5 0 

c) (i) x*7*is%iz>fc&m<D i i% s At^mm^^ir^mm 


20 5S: (m) T?fl%**i5fls£*a:, (ix) 


W=C=N — B 1 


(VIII) 



w 


HO 



w 
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(m) x-TfiZMW&mt, -jttsS (DO T*$ii5MoaS 

(1) «^7>f KSrfflV>5^ 

(2) a^as***:^*:^ 

io (3) ffi&M&m^zxmmmfhtiZo 

(i) m^yj Fzm^zjjmz, mm, (do ^satsfl^ 

»Sr^r«RtffiK (^oo^M, ^pp^*>\ ^^vioc-tvK 

15 y a 7 -f K> ^*-=A^ a 7 >f H489 i-20 < C~31^^T^ 
#6>iife»^5-f KM* (fc°y^ h5*^T5^ S^tVu 

-f&& (m) TttZtiZteittoklfimm (^c*k ^no 

20 ?vu#) f> 0~4 0*C©?aSTfRl£:**5r:i:^J:i!)tf*fc>^5. 

n^^^) <K #IHI&SftftidK (fh7^f;>7y^!)A^a7'f b\ b 

= !7A^pyK N b y ^fvi'xV/VTV^^A^P V h\ ff7^f;v 
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(m) Mfc&fo t0~40 < C*t?KJfc$*5 w t K J; V ft* 5 r k t> 

(2) jg^gfe&jjcft «r /fl v> 3 ifrfe #J;tf£> — Jtts*; Ox) -e^ftSte 

(^DnjJs/i/A, ^nu^y, sbc^A/*— 5vK f 1 h 

5 7tFo77 <p*tcitmmmx\ m.m (try ^ h y ^ 2^ 

fvur- y >\ i?t f-flsr s y tf y $M y tvi^^vvr ^ ^ 
<£#&Tx ^7 K ( tr /< n >f o 9 ^ K> h V/i^ * 7 >f b\ y 

(3) fl&^SISrJB^S^Sfctiu 0Jx.fc£, (IX) ^SfruSfl^i: 

(m) mm^m ^na^y 

15 >\ i?t f/v^/w^r 5; K> 3? ji^/^-r/K fb7tKn77 

ls9u+^*SA'UArt*M S K (DCC) ^ [3- (t^y 

TV^T^y) 7°nfcVi/| #A*WSF (EDO n l, l' 
20 (CD I) % 2-ynn- l-y^/Hf y ^=!7A3!7^ 

1 — 7° a ft VgiftttA&dcilfe (1-propanephosphonic acid cyclic anhydride > 

PPA) m &JSV\ 1 -fc KP^r^^Xb yry-/V (HOB t ) £J1 

iiftk (l) , (2) &J;tf (3) ©gjfcttu v>1*;ftfc?R£te#* (7W 
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mximtntmrnk Lxm^-m^ cm) % av) , (v) , (vik 

(vn) > (vm) , *5£tF Ox) x^n^^ft, %*hUfc'Jk$RX*hz>t\ 

h 3 W±£t%H<Dj?^MZ.lt^ TComprehensive Organic Transformations: A Guide 
to Functional Group Preparations N 2nd Edition (Richard C. Larock, John Wiley & 
5 Sons Inc, 1999) J {C|E«£*lfc;fr&£/rlV^ £ kfrZQ &&\£W&fZ - k ft 

-j&i* (I) T-*$ti5«»^©5^^ ±fBfc^ L-fc^W©-^* 

T Comprehensive Organic Transformations:A Guide to Functional Group 
10 Preparations N 2ndEdition(RichardC. Larock, John Wiley & Sons Inc, 1999) J fclB 
® £ fltclo^U^^Xm V ^5 ^ -CKSfrtS - k &X% 5 0 

fciv^U v^<o^©SJtS»Tffefcff3teoTt>J:v\ 
-j&5£ (H) ■e*;S*l5fc£*Jf±s WO01/98301 #W*B*fclBito;frSfeJCj; 
25 5«3ert-*Jli:*T?**. 

E D G - 5 PfJ#J »±JiL*© Jt5t«* ttitaS «fc 5 ^I©MI3 i tf/* 
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10 [#14] 

15 imM&^<DMHi 

*&mx*mm e d g - 5 \^mmm^^ t r 

i/*=r^* h£fcte7=r=* hfEffl&^t-fci?\ S 1 P l£ <fc <9 EDG-51 
f4Wfc^ffiT*&5£#*.&;ft5, EDG-5m=f^ hfijfiLt 

&iLtf »«n*^Ji> i^jfiLBE> jh&& <&tt«^ m&ms ^&m, fftumz 
4nm> mmmmm, ^^«msfcMmt) * Witt 
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tf, mmmrn, sfmmm, mmmm, mm, mm, 

*»Wtffiv^6)^^5EDG-5^|«ifflS:±lB©lW■Cfflv^5lc^4 % 

£tbK s &%mK*S^Xl*, EDG-5PM&*Jf4 % 

E D G - 5 PftfiJ £ ft!i©3££ij ©M#J ft, 1 o ©tS^rO * ^$#£1^ b 
fclB^iJ^ST^ LTt> <£ < > * O'J* ©«J£ tT^#1-^^S^ £ 

dg- smnm*mz.® j *i,x-b^\ zti^M&ttmmtx-kmft 

EDG- 5 W«Sfflo^|»*5 ±tr/*yS:tt:»*«i*Sr»^J:t;/* 

missis T^v*T^yyii#ffiM. rvv^yi/ymmfmmWs m 

RMs *x&Vx.xT?*-H4mms •7nx9?7Wym (EAT, PG 
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15 ©tt^*sJ:tJ«/*fc«:ii»©^*©ffiolll?fli: LT» N Mx.«> xTuJ K 

p/k ifi»^^p/K m^r^^T'y/K wt??'7yA'y um^^? 

25 y/K ar/br/P/K hyi'KyT'P/K ^P yK7*!J^x/^$^ 
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5 *K Bayl9-8004, NIK-616, a7;K7^h (BY-2 

17), %//*&y4 yy (brl-61063) , (cp-8 o 

6 3 3) \ SCH-3 5 1 5 9 U YM-9 7 6, V-1 1 2 94A, PD 
-1 687 8 7, D-43 9 6, I C-4 8 5 Wlf 
yn^^yy^l (PG) tVXiX PG$t®fcT*~Xh, PGg 

io ®fcYy?*~x\>m*mft>Mo 

PGSSftiLttt, PGES*# (EP1.EP2, EP3, EP4) % 
PGDgf<$: (DP, CRTH2) , PGF^ft (FP) , PGI» 

(ip), txs** (tp) m*mfbtiz e 

15 #yWfik&y !7A, J^W^, x7"l/V/y, ZK-9 1 58 1 

oa^/ytfP »7A, ^i7/i/KP3/i/fi/y, 7*i/K^/p^ 
25 Y^/ny s «7^, 7*f/^Sl7 , l'K= 
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5 ^we,*i5„ 

/fy>7^^ ^n^y, $7*1-?-h, ^f;Ky/ot>r 
Xl^, 7*7 9* ^B7st^, h/M^^h 

10 y?^ ^y/y/K 7*y^7ay, -t^vi^ 7°ti 9/1^^9^^ ^ 

15 7P7iy, ^f-T'n^y, /7/7"D7iy, Ddryyn^^^hy 

^r/w^^!7A x h/^^^A^ 7n^^7x^y, 9Y7x.~>vt*9^ 
**'y7*y7#/y, tfn^^A, -r/^r^A, ry^o^y* 

20 t;i/77 7*y> ^/wtry^ f-y kv, -fer^G, r^n- 

n n y/vtf>\ fcryvswgWK, 7tf7^/7sy> y^-T-ir^y, yv 

^^yWife.^5, 

25 tPb^yMtim x-rhyy?^ yvv^y:/*^ 
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?i?#A'X#<<i'i?<**-bl,Xlts *7*SHv hit&tf htiZo 

h hmfmcwmt Lta, ono- 2 5 0 6 mwbtiz. 

5 te©H*!ti:, £E©2^±£toi^MT&^UT%J;V\ 

* fc x E D G - 5 W«3W©^l»*s «fc tf/* fc ttft*»*«rtt3feis <£ V/* 

W$tbWSt>©«W-e*<4"HaW§ti/5 1 b©t)^*^5 0 
EDG- 5pI5#k *fc«:EDG- 5W«»Ii:ffii©S(IJW©#ffl*iSr±IB© 
10 BfcreJHv^fctt* ii^ ^#W*fct*»Fr«fc, »p*ytw:*ap©^*c 

¥«k mvts m&mmtz3:9& 

KZtiK J$A— AMSfc!K — Efcofc, 1 0 On g^fe 1000m g©^ 

15 # % 5 On g#>£> 5 0-0mg©|Sffl*C— 0— |Elfr&jWa#fcPS!-££*t«JK 

m$pwa»fc 2 4B*w©«6B-d»iiiRrtfc«fi«ja!#.§^«, 

S^-ftJ: 9i>M«i5:»^U5U *fcl£IB*:8*.*C!9!#©&5fc 

20 EDG-5«Sjft!U ^fc«EDG-5TO^Jtffi©^J©Wffi^J^^-f- 
SJSSCtt, ftpft4-©fc*©rtflRfflB?KliK rtfl*fl*ffl#J:t*#SPS!-£© 

25 tfS^&ftSo 
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Wt&mffl -r^h-zK ^3-^, 

ytr-/nfny kv % ^^^iir^^ysftv^v^^) * JiWJ Oft 

a-*?^-!**) t«LWUV^U *fc2»±©«Ttl«LT 

f±, smu smak mm. vmu mmu %mu mm, mm 
imn®*otz.to<DfrRM<ommz.te> m*.i£s &##u 
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fM?8U SfcftftflU tWMWI, ^^fc^/WT^i 
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LTM5i $ ti 5 . S^fS^Jfi^^P fc £ V ^ $ tiX V^ 5 1> © 
tti o£ fctt^n«±©fiH4* JC*«Ii-*»**> XJMWifcJWHfctf b 

fitLSo iu^^k mmmtm, ^m^m. Mwsnjt 
mi, mm<m> mmm^^x^xtx^ 
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-g•^-LTv^T l ^>J;v^ 0 xzns-m<Dmk%m*, mx.^mwnm 2,868,691 

f-fc* <fc Tfmn 3,095,355 b < |B« $ *IT V > 5 . 
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#&nJ^©fcfc©©A^£Ur«\ *7n/^ RAJB*&**fl*fcW: 
lift, s l PfcJ;S-<^«W«jiE»»oiR«i^fc*rt-*> io^m© 

(i) ©jwws****^ 
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0 2(4, si p\z£zj*mmm]m}mv>w®ftmz.M-t-z>, io^m® 
<Mt# (2) <D!&m®&%&%>~to 

03(4, Si P»z:«t59y M»W«lS»IIR©<R«^ffitc»i-5, 3^MO 

(2) (Dmmm&tto 

5 04(4, siP|cJ:*9yhJ(ia«J6IMR©ftlBf^ffllc»r«, 3juM© 
ft&m (3) ©#WW3b|l«:&fr"f- 0 
0 5(4, S 1 P(r45 7s> MHJK»J»©JRIt^tcSH-S % (3) 

0 6(4, s l Pfc«fc5?5> h«Kifc*ffiTte*ti-«, (3) 0*pM 

10 

0 7(4, S 1 PfcJ;«>f^j(tafF»|R©JUIt^lc«i-« % 10^M©ft 

^ (i) ©«Hwa****>-t-. 

08(4. S 1 Pfc«t5^^«rttl l pf«iJ||R©lR«|f^ffilc*li-S % 10^M<D-fb 
£fc (2) o«iiWSft*«r*^. 
15 09(4, (1) ^S 1 P£457:y hmmvitRj&imiD 

010(4, SHR7? MkJE±#(^-r5, (3) ofeEffMiS:* 

20 01 1(4, 7 y hWtti<bfc&tt (1) , (2) asitf (3) £4 

012(4, sipfcis^^wawoiwt^fflic^i-s, ti&m (2) 
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nmr (ommzTF ztix^ z> # v *ft(D®mt±, mmz&j% Ltmm^ t 

5 TV^So 

fc*S % HPLCIR OToiilp-efcSo 

Waters LC/MS, 
*7A: Xterra (3&j8j$g) MS Ci 8 5 urn, 4.6 X 50 mm ID., 
ffiiM : 3mL/min x 
10 ®fm : Afi£ : 0.1% h V 7>V*u BHft*«& 

BW. : 0.1% h ]) 7jV*vBm-T± h-bV *®Wio 


B#fW(#) 

A$ 


0 

95 

5 

0.5 

95 

5 

3 

0 

100 

3.5 

0 

100 

3.51 

95 

5 

5 

95 

5 


*mW&ZTfim&mfc7fi£1riZ4\i&m4,tt s ACD/Name (/^ 
15 a ^ 6.00 x Advanced Chemistry Development Tnc.ftiW \Z <fc o Tlfofc Lfc„ 

1 : ^?vt' 4 --7*f-)V- 4 - 1 Kn 1 - tV< y v^#/M^ 
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h (1.00 g) (Dmfcr- h7t Ko77^t (5mL) n-y^y^? 
A (1.56M 5.62mL) &-4 OlClcTJBifc, Rlfi^flfc* 

(2 6 9mg) Sr#fc 0 
10 TLC:Rf 0.45 (^i^ : g^*:fVV= 7 : 3) ; 

X H— NMR (CDCb) :S 0.91 (m, 3 H), 1.15 (s, 1 H), 1.26 (t, J=7.14Hz, 3 H), 
1.33 (m, 4 H), 1.49 (m, 6 H), 3.20 (m, 2H), 3.87 (m, 2 H), 4.13 (q, J=7.14 Hz, 2 H) 0 

2:4- zf^jv- 4 - tr-< y -/w 


#J»«ltfJBftUfcft^#» (2 59mg) fci^^i^^*/-/^® 
3«£ (1:1, 1 2mL) te##U 5 NTkSfefltf" b JJ 17 A**gE$ (4.0m 

D zmmzxMz.tc 0 m&m&m** 8mmmm^tc Q ^iMi^ii 

*THfr*PU ^ffT^»©*bfc 0 »SE«ra^^^P (3mL) 
20 fc*#U 1 0 0°CKX 6 AVZmfflfrLlt. Rfom&®&&M.tZ'?#&QU 



OH 


15 
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$r^ri-5^M^#J (10 4mg) &#fc, 

TLC : R f 0.15 o pjM'A : * $J — : 2 8 %7y*=T*= 8 
5 0:20:4); 

1 H-NMR (CDC1 3 ) : 5 0.91 (m, 3 H), 1.34 (m, 4 H), 1.51 (m, 8 H), 2.83 (m, 2 H), 
2.94(m,2H) 0 

10 - 1 - y 5; K 

OH 



&m\2X*mmL1tik&Vs (4 3mg) 01, (2 
mL) 3 -~7x./3ci/y*.~;V>( VVT%— h (5 8mg) M&fco 

15 h^77^- (^*1-y :ffim^^=l : 2) teTflfiKUC* &T©4M4 
*fc*TS#38Wft;3* (4 7mg) Sr#fc, 
T L C : R f 0.35 (^f-y : gj^;c?vV= 1:2) ; 
1 H-NMR (CDCb) : S 0.93 (m, 3 H), 1.33 (m, 5 H), 1.48 (m, 2 H), 1.60 (m, 4 H), 
3.31 (m, 2 H), 3.78 (m, 2 H), 6.46 (s, 1 H), 6.68 (m, 1 H), 7.01 (m, 2 H), 7.05 (m, 1 

20 H), 7.11 (m,2H), 7.23 (t, J=8. 15 Hz, 1 H), 7.32 (m, 2 H) 0 

mmwi (1) -swt«i (8 7) 
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11^1 (1) : 4- (4-^0^71^) -N- (3, 5-^na7 
5 *=/v) -4-tKn **s- 1 - tf-< y S^tf/i^f- ^ K 
HPLC^jfBira : 4.11 ^ ; 

MS (ESI,Pos. 20 V) : 447, 445 (M + H) + , 429, 427 0 

(2) : 4- (4-^a7i=M -4-kKD^-N- (3 
10 -7*/*riS?*~M — 1 — fcV^ll K 
HPLCWK :3.98# ; 

MS (ESI,Pos.20V) : 425, 423 (M + H) + , 407, 405„ 

lUfeWl (3) : 4- (4-^PP7i^) — N— (3, 5-^pp7 
15 - 4 - 1 Kn dr^>- 1 - y S^jfr/M?*?- 5 K 

HPLC&Wtirffl :4.03# ; 

MS (ESI,Pos.20V) : 401, 399(M + H) + , 383, 381 0 

gffiftll (4) : 4- (4-7/^P7i=/V) -4-fc Kn^-N- (3 
20 -7*/*?%/y - 1 - fc°^ U S^tfAtf?*^ 3; K 

HPLC»^ : 3.89 # ; 
MS (ESI,Pos.20V) : 407(M+H) + , 389, 

HiSMl (5) : N— (3, 5-^PP7s^) -4- 
25 7x=/>) -4-t Kct^>-l-fcv<y K 
HPLCW^M :3.93#; 
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MS (ESI,Pos.20V) : 385, 383 (M + H) + , 367, 365 0 

MMmi (6) : 4-fc Kadfv—N- (3 -7zcJ **/7 a^~)V) -4- 

7 *.~)v- 1 y i?y#/U7$*-t $ K 

5 H P L C^fB#Pb1 : 3.86 # ; 

MS (ESI,Pos.20V) : 389 (M+H) + , 37U 

(7) : N— (3, 5-^pp7i=^) -4-fcKndrv'-4 
- 7 ^ 1 - fcV< ]J i>^^7/^>^ ^ K 
10 HPLCftjllll : 3.91 # ; 

MS (ESI,Pos.20V) : 367, 365 (M + H) + , 348 0 

HWJl (8) : 4- -4-tKadr>>-N- (3- 

( h ]) 7? f-JV) 7 ^~/V) - 1 - JJ i?io&7H?3rf- ^ K 

15 HPLC^BfK :4.00#; 

MS (ESI,Pos.20V) : 745 (2M + H) + , 373 (M + H) + „ 

mrnmi o) -.n- (2, 6-^pp-4-ify^) -4- (2- 

^;V7*f-)V) - 4 - fc Fa * v- 1 - U S: K 

20 H P L C^B#^ : 3.95 # ; 

MS (ESI,Pos.20V) : 376, 374(M+H) + 0 

%W$M (10) : 4- (4-7 1 at7x^V) - 4 - 1 Kn Srv'-N- (3 
- ( ( (2E) - 3 -7x=^-2-^P^/^/k) T^/) 7*~A-) - 
25 1 - y S^tf/Vtf ^if- 5 K 
HPLC^pBfW : 3.79 
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MS (ESI,Pos.20V) : 522, 520 (M + H) + , 504, 502„ 

mmmi (l l) : 4- U-^n^y^=-;v) -4-t KP*f-N- (3 

5 K 

HPLCfiUWfM : 3.64 

MS (ESI, Pos. 20 V) : 949, 947 (2M + H) + , 476, 474 (M + H) + , 458, 456„ 

mt&mi (12) : 4- (4-/n^7i=^) -N- (3 - ( ( (2E) 
10 -3- (2-^P7i=/V) TXJ) y*~M - 

4-t Kta 1 - t°^y S^jfrA/Jj*** ^ K 
HPLCW^ :3.89#; 

MS (ESI, Pos. 20 V) : 556, 554 (M + H) + , 538, 536, 

15 mm as) :n- (3-^r;7*^) -4-tFo^-4-^ 

HPLCffci$B#Pfl :3.34# ; 

MS (ESI, Pos. 20 V) : 288(M + H) + „ 

20 mnmi (14) IN- (3-7/^7^) -4-tKP^-4- 
«(y7x2 \fjv- 1 - t 0 ^ V i?y%/i'7$*-f * K 
HPLCftiei$M:3.42#; 
MS (ESI, Pos. 20V) : 281(M + H) + 0 

25 Hife0U(15) :4- (^P^/Mf^) -4-tKP^>-N- 
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HPLC^t^ : 4.13 # ; 

MS (ESI,Pos.20V) : 409(M + H) + o 

mmmi ae) : k»^v-n- 0-7* 

HP LCftttttRI : 3.91 ^ ; 

MS (ESI, Pos. 20 V) : 761 (2M + H) + , 381 (M+H) + 0 

HJSMl (17) :4-V^O^V^/V-N- (3, 5-^PB7*s^) 

HPLCflM*BWB :4.00# ; 

MS (ESI, Pos. 20 V) : 359, 357 (M + H) + , 339 c 

Uttffll (18) r^^VV 3- ( ( (4-tKo**/-4- (5-p<^ 
HPLC^SfUFI : 3.08 

MS (ESI, Pos. 20 V) : 767 (2M + H) + , 384 (M + H) + , 193 0 

20 mmmi (19) :n- o, 5 -if* cmj^^p^^/v) ?*^) 

HPLCWM :4.03# ; 

MS (ESI, Pos. 20 V) : 865 (2M + H) + , 433 (M + H) + , 415 0 

25 mmmi (20) :N- O, 5-^ (MJ7;^a^f^) 7*=/t0 
-4- (4-^np7i=/V) -4-t Kb^-I-^JI^*^ 
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HPLCWI : 4.15 ^ ; 

MS (ESI, Pos. 20 V) : 933 (2M + H) + , 469, 467 (M + H) + , 451, 449 c 

5 mmmi (21) :n- o, 5-tr* (mj^/v^-c^^) 

_ 4 _ (4-7/ktP7i^) -4-t Kpdr-y- 1 v?^^/^ 
HPLCfm^ : 4.04 # ; 

MS (ESI,Pos.20V) : 901 (2M + H) + , 451 (M + H) + , 433 0 

10 

MMWl (2 2) : 4-^a^^-4-t Ko^-N- (3- (h 
U7;vtn^^) 7i^^) - i Art*"? %V 
HPLC^^:3.91^;MS (ESI, Pos. 20 V) : 741 (2M + H) + , 371 (M + 

H) + e 

15 

gffitill (2 3) : N- (3-^P7i^/V) -4-3^ n-^*$/7U-4 
- fc Kci 1 - y i? V%jVi$*y- ^ K 

HPLCWFI : 3.82 # ; 

MS (ESI, Pos. 20 V) : 673 (2M + H) + , 339, 337(M + H) + 0 

20 

HWJl (24) :4-tKP^-4- (3-^^/^^) -N- (3 
HPLCfi^HIS :4.00#; 

MS (ESI, Pos. 20 V) : 765 (2M + H) + , 383 (M + H) + 0 

25 

HfljflJl (2 5) :4-kKP^-4- tJ-Mff-jV) — N — (3 
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HPhc^mmm : 3.91 # ; 

MS (ESI, Pos. 20 V) : 717(2M + H) + , 359(M + H) + 0 

5 (2 6) :N- (3, 5-tf* (MJ^/U^a^^) 

-4-tKP^>-4- (3 -ff-^j-M - 1 - fc^< y 

5; K 

H P L C&^H#|S : 4.20 # ; 

MS (ESI, Pos. 20 V) : 853 (2M + H) + , 427 (M + H) + , 409 o 

10 

H»J1 (27) :N-(3, 5-^an7*=/t/) -4-kKa^>- 
4 - ( 3 - * *3-;V7*^;v) - l - fc°-< y py fi/U7$*cf- * K 
HPLC&^H#F H 1 :4.07# ; 

MS (ESI, Pos. 20 V) : 719, 717(2M + H) + , 361, 359 (M+H) + , 343, 341 0 

15 

mmmi (28) : 4-^n^-4-t kp^-n- o-^y 

^^7*^/V) - 1 -bf^JJ i^tf/V^f-^ K 
HP L C&iWra : 3.82 # ; 

MS (ESI, Pos. 20 V) : 733 (2M+H) + , 367(M + H) + „ 

20 

H»Jl (29) : (3, 5-^nn7x=;V) 

-4-tFn * V- 1 - tT^ y v^tf/M^f- ^ K 
HPLCGMtlffl : 3.88 # ; 

MS (ESI, Pos. 20 V) : 687, 685 (2M + H) + , 345, 343 (M + H) + „ 

25 

(3 0) : N— (3, 7 jVitut^jV) 7^~;V) 
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-4-fc Rp^-4- -l-tr^y^y*/^^^ K 

HPLCW^ :4.18#; 

MS (ESI, Pos. 20 V) : 965 (2M + H) + , 483 (M + H) + , 465„ 
5 H»J1 (3 1) :N- (h V 7/V^u 7*. 

HPLC^M :3.83#; 

MS (ESI, Pos. 20 V) : 765 (2M + H) + , 383 (M + H) + , 365 0 

10 Utt^Jl (3 2) :4- (4-^P : t7x^) -N- (3-7/M"P-5 
- (MJ7/^P^^) -4-fcKn^-l-^U^y* 

HPLC&3$H#FfSJ :4.01#; 

MS (ESI, Pos. 20 V) : 923, 921 (2M + H) + , 463, 461 (M + H) + , 445, 443 0 

15 

HJi^Jl (33) : 4-^P^/V-N- (3-7/V^"P-5- 
/l^P^^VV) 7^=/U) -4-fc KP^r^-1 
K 

HPLC«Ffl :3.84&; 
20 MS (ESI, Pos. 20 V) : 721 (2M + H) + , 361 (M + H) + 0 

HWU (3 4) : (3-7/^X2-5- ( hJJ 

7;^P^f^) 7*=/k) -4-t Kp^tV- 1 -t^y ^^^^r^ 
^ K 

25 :3.94#; 

MS (ESI, Pos. 20 V) : 749 (2M + H) + , 375 (M + H) + 0 
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HWJl (3 5) : 4-tert-^f-^-N- (3-7/^P-5- ( h V 7;V 
*v * ?-/v) y - 4 - fc Kp 1 - tr-< y * K 

HPLC^M : 3.87 # ; 
5 MS (ESI,Pos.20V) : 725 (2M + H) + , 363 (M + H) + 0 

(36) : 4-^vV-N- (3-7/U^-a-5- (MJ7;WtP 
^/u) 7 - 4 - fc Kp dri/- 1 - fcW JJ 5 K 

HPLC{fc^H#W: 3.91 ^ ; 
10 MS (ESI,Pos. 20 V) : 725 (2M + H) + , 363 (M + H) + , 345 0 

IlMl (3 7) : N— (3-7;^p-5- ( YV y;v*u * 5vv) 7* 
-4-fc Kb ^r^- 4 - ( 3 - ^ f-Wf^-fV) - 1 - tT-< V WUfr 

15 HP L Cft&H$IH : 4.01 ft ; 

MS (ESI.Pos.20V) : 753 (2M + H) + , 377 (M + H) + , 359 0 

1 (38) : 4 - *s# P ^$/7W- N - ( 3 - (V* P «~-3r isjV** 
*/) 71^) -4-fc Kp^-l-fc^y^iofr/t'^M^ K 
20 HPLCWK : 4.11 ^ ; 

MS (ESI,Pos.20V) : 801 (2M+H) + , 401 (M + H) + , 383 0 

mmmi (39) :n- (3- y^~;v) -4- 

( 2 -^jvzff-jv) -4-fc Kp ^v-- 1 - fc°-;y ^ K 

25 H P L Cfiy#>#M : 4.21 ft ; 

MS (ESI,Pos.20V) : 805 (2M+H) + , 403 (M + H) + 0 
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m (40) :4- (v^p^^/M^) -4-tKn ;3 E 1 v'-N- 

HPLWIK :4.02#; 
5 MS (ESI,Pos.20V) : 789 (2M + H) + , 395 (M + H) + G 

MMMl (4 1) :4- (i^P^^VM^) -4-t Kn^V-N- 
( 3 _ ( ^ y ;7,i^a ^ fvv) 7 cc^/W) - 1 - U ^V^/^^ri?- ^ K 
HPLC$^B#I?SJ:3.95#; 
10 MS (ESI.Pos.20V) : 741 (2M + H) + , 371 (M + H) + 0 

mmmi (42) :4- (is? U^>^W7-M -N- ( 3 -7/W*-P - 

15 HPLC^fH^ :4.08#; 

MS (ESI.Pos.20V) : 777 (2M + H) + , 389 (M + H) + , 371 0 

mt&Ml (43) :4- (V^P^y^/M^/W -N- (3, 

20 HPLCfeHiK : 4.11 # ; 

MS (ESI.Pos.20V) : 743, 741 (2M + H) + , 373, 371 (M + H) + 0 

mnWl (44) :4- (l-^fvK/P^) -4-tKn^-N- (3 

25 HPLC^#^:3.73^; 

MS (ESI.Pos.20V) : 717(2M + H) + ,359(M+H) + 0 
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MMmi (4 5) : N- (3, 5-^PP7i-/V) -4- (l-^/V 
yntf/V) -4-fc K^^V- l-fc°^<y S?y*A^#«¥*5 K 
HPLC&mm :3.93#; 
5 MS (ESI,Pos.20V) : 719, 717(2M + H) + , 361, 359(M + H) + , 343, 341 0 

MMWl (4 6) :N- (3, ( MJ * V ol^-jV) 

-4-t Ka dr->- 4 - ( 3 ai^/W) - 1 - ]J /l^> 

K 

10 H P L CfiHW#W : 3.96 # ; 

MS (ESI,Pos.20V) : 893 (2M + H) + , 447 (M + H) + , 429 0 

(4 7) : N- (3-7/M-P-5- (MJ7/vtn^f;V) 7^ 
-4-tKn^rV-4- (3 f-;V7 a^~;\<>) - 1 -l?-<y 3?^* 
15 /W}?3rlM K 

HPLCfcHHSffl :3.79#; 

MS (ESI,Pos.20V) : 793 (2M + H) + , 397(M+H) + , 379 G 

HWJ1 (4 8) :N- (3, 5 -If* ( Ml > f A') :7*~/U) 

20 -4-tKo^-4- =f-}Vy - 1 - y WUAsR* 

K 

HPLC^K :3.96# ; 

MS (ESI,Pos.20V) : 893 (2M + H) + , 447 (M + H) + , 429, 

25 HWJ1 (4 9) : N— ( 3 -7/1^ P - 5 - ( MJ yAs*n*TM ? 
^;v) -4-t (4-^f/V7i^) - 1 -fcT-^y S^fl 
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K 

H P L C{%m$ffl : 3.79 # ; 

MS (ESI, Pos. 20 V) : 793 (2M+H) + , 397 (M + H) + , 379 0 
5 WtiMX (50) : 4- (4-^D^7i^) -N- (3-*pp- 5- 
H P L C$m*$ffi : 3.79 % ; 

MS (ESI, Pos. 20 V) : 855, 853 (2M + H) + , 429, 427 (M+H) + , 411, 409 o 

10 HlfeMl (5 1) : N- (3-^Pa-5-7;VtP7x^) -4- (4 
-^pp7i-/v) -4-t K 
H P L CfiU^^FBg : 3.76 # ; 

MS (ESI, Pos. 20 V) : 767, 765 (2M + H) + , 385, 383 (M + H) + , 367, 365 D 
15 $JKffl|l (5 2) : N- (3-^PP-5-7^P7s^) -4- (4 
H P L C®m$m : 3.65 # ; 

MS (ESI, Pos. 20 V) : 733 (2M + H) + , 369, 367 (M + H) + , 351, 349 0 
20 %H6Ml (5 3) : N— (3-^pp-5-7^p7i-/V) -4—5/* 
HPLC&j*B#IW :3.81# ; 

MS (ESI, Pos. 20 V) : 709 (2M + H) + , 357, 355 (M + H) + „ 
25 Mt&ffll (5 4) : N- (3-^PP-5-7;l/tP7i^) -4- (2 
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HPLCfiM$l$IW:3.91#; 

MS (ESI, Pos. 20 V) : 713 (2M + H) + , 359, 357(M + H) + , 341, 339 0 

mmmi (5 5) :N- (3-^Pa-5-7;wta7i=;u) -4- (1 
5 -3L*f)V"fn f/u) -4-tKn ^rv-- l - JJ K 
HPLCWI^ : 3.79 

MS (ESI, Pos. 20 V) : 685 (2M + H) + , 345, 343 (M + H) + , 327, 325 0 

^ifSMl (5 6) : N- (3-^PP-5-7^tP7x=;l') -4- {%/ 
10 ^ a^^/^^ ^) - 4 - 1: Kn l - fc'^s p yWtf^iJ- $ K 
HPL Cfiy^BB : 3.85 # ; 

MS (ESI, Pos. 20 V) : 709 (2M + H) + , 357, 355 (M + H) + „ 

HJfeMl (5 7) : 4- (4-7'p*7^=/W) -4-tKo^-N- (3 

15 - ( hV yjvarxi * =f>V) y *=/v) - 1 - 1 0 ^ y s^jfr a*?*?- ^ k 

1 H— NMR (CDC1 3 ) : 8 7.66 (br-s, 1 H), 7.56 (br-d, J = 8.4 Hz, 2 H), 7.49 (m, 2 H), 
7.39 (t, J = 7.8 Hz, 1 H), 7.35 (m, 2 H), 7.28 (br-d, J = 8.7 Hz, 1 H), 6.63 (s, 1 H), 
4.00 (m, 2 H), 3.42 (m, 2 H), 2.04 (dt, J= 4.7, 13.4 Hz, 2 H), 1.79 (m, 2 H) ; 
T L C : R f 0.38 i^-fy : ft^xfvl^ l : 1 ) 0 

20 

(5 8) : 4-^^V-N- (3, 5-^PP7x^) -4- 

T L C : R f 0.32 (r^^"fy : mk^f-J^= 1:1) ; 
1 H-NMR(DMSO-d 6 ) : 8 0.88 (t, J=6.00 Hz, 3 H), 1.35 (m, 10 H), 3.15 (m, 2 H), 
25 3.79 (m, 2 H), 4.18 (s, 1 H), 7.07 (t, J=1.83 Hz, 1 H), 7.59 (d, J=1.83 Hz, 2 H), 8.76 (s, 
1H). 
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gj&till (5 9) :N- (3, ( MJ 7 frOm tffiA 7 *~;V) 

- 4 -~7*f-;v- 4-tKP df-^- l - ]) - ^ K 
T L C : R f 0.36 (^f-y : g£^^Vl"= 1:1) ; 
5 1 H - NMR(DMSO-d 6 ) : 5 0.87 (t, J=7.00 Hz, 3 H), 1.39 (m, 10 H), 3. 17 (m, 2 H), 
3.80 (m, 2 H), 4.19 (s, 1 H), 7.56 (s, 1 H), 8.21 (s, 2 H), 9.09 (s, 1 H) 0 

HJfeflJl (6 0) :N- (3, 5 -If* (b!J7^n^f^) :7*~/V) 
-4- (4-^a^-7^^V-) -4-fc Kb*^- l-t 0 ^I)^^/l^7j?^ 
io K 

T L C : R f 0.39 (^dfify : %&k^;V= 1:1) ; 
1 H - NMRpMSO-d 6 ) : 8 1.63 (m, 2 H), 1.89 (m, 2 H), 3.23 (m, 2 H), 4.04 (m, 2 
H), 5.24 (s, 1 H), 7.45 (d, J=8.50 Hz, 2 H), 7.50 (d, J=8.50 Hz, 2 H), 7.57 (s, 1 H), 
8.24 (s, 2 H), 9.16 (s, 1 H)„ 

15 

&ttftl (6 1) :4- -4-fc Kp*5/-N- (3 

-7*/^i/7*r:/V) - 1-lf^y ^#/WS>f-^ K 
T L C : R f 0.29 {^^y : gM^^= 1:1) ; 
1 H — NM R(DMSO-d6) : 5 0.79 (t, J=7.50 Hz, 6 H), 1.33 (m, 11 H), 3.10 (m, 2H), 
20 3.73 (m, 2 H), 4.09 (s, 1 H), 6.55 (m, 1 H), 6.99 (m, 2 H), 7.11 (t, J=7.50 Hz, 1 H), 
7.20 (m, 3 H), 7.37 (m, 2 H), 8.48 (s, 1 H) 0 

^WJl (6 2) :N- (3, 5-^PP7i^) -4- 
^/^) -4-tKP 1 - fcX y ^^/V^sSr^ 5 K 

25 TLC : R f 0.44 (^^y : g£^fvU= 1:1) ; 

1 H-NMR(DMSO-dfi) : 5 0.80 (t, J=7.00 Hz, 6 H), 1.35 (m, 11 H), 3.12 (m, 2 H), 
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3.77 (m, 2H), 4.13 (s, 1 H), 7.07 (t, J=2.00 Hz, 1 H), 7.58 (d, J=2.00 Hz, 2 H), 8.75 (s, 
1H), 

MMmi (6 3) :N- (3, 5 -If* (MJ^/U^a^^/U) 7i^) 
5 _ 4 _ ( 2 - ^jVzf^JV) -4-tKa^-l- fc 0 ^ U ^7J 

^ K 

T L C : R f 0.51 (^rl^ : g£^9vV= 1:1) ; 

1 H— NMR(DMSO-d«) : 5 0.80 (t, J=7.00 Hz, 6 H), 1.33 (m, 11 H), 3.18 (m, 2 H), 

3.81 (m, 2H), 4.15 (s, 1 H), 7.55 (s, 1 H), 8.21 (s, 2 H), 9.09 (s, 1 H) 0 

10 

HJ&Ml (64) :4- ( 2 -.x^/l'^fVV) -N- (3 -^/l^P - 5 - 
( h y yjvirv * f-;v) y *.~;v) - 4 - fc Kn =¥^- l - y 

TL C : R f 0.46 (^^^ : iB»^^A/= 1:1); 
15 1 H- NMR(DMSO-d6) : 8 0.80 (t, J=7.00 Hz, 6 H), 1.34 (m, 11 H), 3. 12 (m, 2 H), 
3.81 (m, 2 H), 4.14 (s, 1 H), 7.13 (d, J=8.50 Hz, 1 H), 7.70 (m, 2 H), 8.95 (s, 1 H) 0 

HWJl (6 5) : 4- (4-7;^P7i^) -N- 
5- (b]J7;^a^f/i/) 7^~/u) 

20 tf/VtfMMK K 

TLC : R f 0.43 (^Vs : g^3i^= 1:1); 
1 H— NMR(DMSO-d6) : 8 1.62 (m,2H), 1.87 (m, 2 H), 3.23 (m, 2 H), 4.02 (m, 2 
H), 5.18 (s, 1 H), 7. 12 (ra, 3 H), 7.52 (dd, 1=9.00, 5.50 Hz, 2 H), 7.74 (m, 2 H), 9.02 
(s,l H) 0 

25 

£tttill (6 6) :4- (4-^on7i^) -N- (3-7;W^~P-5 
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- (by ?^~}v) -4-t kp^v-- i — tr-< y 9 Jv% 

T L C : R f 0.43 (^MfV : gf^cfvl^ 1:1) ; 
1 H-NMR(DMSO-d«) : 6 1.63 (m, 2 H), 1.88 (m, 2 H), 3.23 (m, 2 H), 4.02 (m, 2 
5 H), 5.23 (s, 1 H), 7.15 (d, J=8.50 Hz, 1 H), 7.36 (d, J=8.50 Hz, 2 H), 7.51 (d, J=8.50 
Hz, 2 H), 7.74 (m, 2 H), 9.02 (s, 1 H), 

HWJl (67) : 4-^^t3^=3r^-4-t Kp^-N- (3-7cc 
/ 3- cn~^) - 1 - JJ * K 

10 T L C : R f 0.28 (^*¥f" V : %ftk^*f-;V= 1:1) ; 

'H-NMR (CDC1 3 ) : 5 1.07 (m,2H), 1.22(m,4H), 1.60(m,6H), 1.82 (m,4H), 

3.26 (m, 2 H), 3.84 (m, 2 H), 6.35 (s, 1 H), 6.68 (m, 1 H), 7.03 (m, 3 H), 7.11 (m, 2 
H), 7.29 (m, 3 H) 0 

15 H»Jl (6 8) :N- (3, 5-lf* (MJ7;^a^f^) 7*-;u) 

- 4 P^vVV- 4 - 1 Kp 3rV- 1 - fc"^ U ^#/M?3rf- 5 K 
T L C : R £ 0.61 {^-fV : BfcSfca:?7l/= 1:1) ; 

^-NMR (CDCI3) : 5 1.01 (m,2H), 1.22 (m,4H), 1.63 (m,6H), 1.83 (m,4H), 

3.27 (m, 2 H), 3.88 (m, 2 H), &95 (s, 1 H), 7.48 (s, 1 H), 7.87 (s, 2 H) 0 

20 

HJS0IJ1 (69) : 4-^^P^^/k-N- ( 3 -7/^P - 5 - (MJ 
^/^P^fvv) 7*n;P) -4-fc Kn^- 1 -fcf^JJ ^y^/^drf- 
^ F 

TLC : Rf 0.48 (r»*t"py : @t^^= 1 : l) ; 
25 1 H - NM R (CDCI3) : 6 1.04 (m, 2 H), 1.24 (m, 4 H), 1.62 (m, 6 H), 1.84 (m, 4 H), 
3.30 (m, 2 H), 3.88 (m, 2 H), 6.62 (s, 1 H), 6.96 (d, J=8.24 Hz, 1 H), 7.31 (s, 1 H), 
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7.55 (m, 1 H) 0 

mWftl (70) : (3, 5-^pp7j^) 

- 4 - 1 Kd **s- 1 - \f-< V - 5 K 

5 TLC : Rf 0.49 : 1 : 1) J 

i h-NMR (CDC1 3 ) : 6 1.02 (m, 2 H), 1.22 (m, 4 H), 1.62 (m, 6 H), 1.81 (m, 4 H), 
3.25 (m, 2 H), 3.86 (m, 2 H), 6.61 (s, 1 H), 6.99 (t, J=1.83 Hz, 1 H), 7.33 (d, J=1.83 
Hz,2H)o 

10 £)MU (7 1) :N- (3, 5-tf* (MJ7/^n^^) 7*-^) 
_ 4 _ {i/^n^.-yf-;v^ s f-;v) -4-fc 

TLC : R f 0.57 (^rf-y : SHI*^= 1:1); 
1 H-NMR (CDCU) : 5 1.14 (m, 2 H), 1.17 (s, 1 H), 1.59 (m, 10 H), 1.90 (m, 3 H), 
15 3.35 (m, 2 H), 3.84 (m, 2 H), 6.75 (s, 1 H), 7.50 (s, 1 H), 7.88 (s, 2 H) 0 

g|JS0Jl (72) :N- (3, 5-tf* ( I^P p^/V) 7*-/V) 

_4_ (i-if/^p^) -4-fc Kndrv'- 1-fcf^U S^/tfA'tf* 

F 

20 T L C : R f 0.25 : l»a:^A^= 2:1); 

1 H-NMRCDMSO-de) : 5 0.91 (m, 7 H), 1.12 (m, 2 H), 1.51 (m, 6 H), 3.13 (m, 2 
H), 3.92 (m, 2 H), 4.10 (s, 1 H), 7.55 (s, 1 H), 8.21 (s, 2H), 9.09 (s, 1 H) 0 

mWll (73) : 4- (l-^/l^PfcVU) — N— (3 5 
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TLC : Rf 0.17 : @^^f-/V= 2:1) ; 

1 H— NMR(DMSO-d6) : 60.89 (m, 7H), 1.10(m,2H), 1.51 (m, 6H), 3.11 (m, 2 

H), 3.88 (m, 2 H), 4.09 (s, 1 H), 7.13 (d, J=8.00 Hz, 1 H), 7.71 (m, 2 H), 8.94 (s, 1 H) 0 

5 H^Jl (74) : 4- -4-t KPdri/-N- (3 

TLC: Rf 0.28 (^-^^ : g^ai?v^= 1:1) ; 
1 H — NM R (DMSO-dfi) : 5 0.89 (m, 7 H), 1.09 (m, 2 H), 1.49 (m, 6 H), 3.05 (m, 2 
H), 3.83 (m, 2 H), 4.03 (s, 1 H), 6.55 (m, 1 H), 6.98 (d, J=8.00 Hz, 2 H), 7.11 (t, 
10 J=8.00 Hz, 1 H), 7.20 (m, 3 H), 7.38 (t, J=8.00 Hz, 2 H), 8.48 (s, 1 H) 0 

H»l (7 5) :N- (3, 5-fcT* (hP7/^n^^) 7*=/V) 
-4--^^nyaif7W-4-t Kn^- 1 -fc'^y ^y^/w^f-^ K 
TLC : R f 0.35 (^f"> : %m^J-;v= 1:1); 
15 1 H-NMR(DMSO-d 6 ) : 5 0.19 (m, 2 H), 0.33 (m, 2 H), 0.84 (m, 1 H), 1.48 (m, 4 
H), 3.15 (m, 2 H), 3.86 (m, 2 H), 3.98 (s, 1 H), 7.56 (s, 1 H), 8.22 (s, 2 H), 9.11 (s, 1 
H)„ 

HMMl (7 6) : N- (3, (h^/^P^f^) 7s^) 

20 - 4 P 4 - 1 Kn dri/- 1 - t'^JJ ^y^/^drf" ^ K 

TLC : R f 0.38 (^-fy : g^Sfecc^yW= 1:1); 
1 H-NMR(DMSO-d 6 ) : 5 1.25 (m, 2 H), 1.36 (m, 2 H), 1.71 (m, 4 H), 1.95 (m, 2 
H), 2.26 (m, 1 H), 3.15 (m, 2 H), 3.83 (m, 2 H), 4.19 (s, 1 H), 7.56 (s, 1 H), 8.21 (s, 2 
H), 9.09 (s, 1 H) 0 

25 

H1fctf!ll (7 7) :N- (3, 5 -If* ( f>!) ^ ?vU) ^-/W) 
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T L C : R f 0.42 (^^f-y : gji^c^vV= 1:1) ; 

1 H-NMR(DMSO-d6) : 6 1.44 (m, 12 H), 1.77 (m, 1 H), 3.13 (m, 2 H), 3.86 (m, 2 

H), 4.10 (s, 1 H), 7.55 (s, 1 H), 8.21 (s, 2 H), 9.09 (s, 1 H)„ 

5 

(7 8) : N- (3, (MJ^/^P^^/V) 
-4-kKt»^-4- (4-p< h*%/y ^.-fr) -l-M^Wl/HArtR 
K 

TLC : R f 0.37 ir^^-fy : gjsSfcc^yW= 1:1) ; 
10 1 H-NMR(DMSO-d 6 ) : 5 1.64 (m, 2 H), 1.85 (m, 2 H), 3.23 (m, 2 H), 3.72 (s, 3 
H), 4.02 (m, 2 H), 5.03 (s, 1 H), 6.87 (d, J=9.00 Hz, 2 H), 7.40 (d, J=9.00 Hz, 2 H), 
7.57 (s, 1 H), 8.24 (s, 2 H), 9.16 (s, 1 H) 0 

Hifeflll (7 9) : N— (3, ( hV 7;V*u /■ f-/U) 7 au~)V) 

15 -4-tKadr^X-4- (3 h*V7*=/V) - 1 - fc^U ^y#/M? 

TLC : R f 0.40 (^f-y : #Bfe:nf7V= 1:1) ; 
1 H — N M R (DMSO-ds) : 5 1.64 (m, 2 H), 1.90 (m, 2 H), 3.25 (m, 2 H), 3.74 (s, 3 
H), 4.04 (m, 2 H), 5.13 (s, 1 H), 6.78 (tn, 1 H), 7.05 (m, 2 H), 7.23 (t, J=8.00 Hz, 1 H), 
20 7.57 (s, 1 H), 8.24 (s, 2 H) 9. 16 (s, 1 H) 0 

SUfctfU (80) : 4- -4-t FPdrv'-N- (3 

- (rf7tKP-2H-^7y-4-'f/t't^) 7^~M - 1 - fc°^ 

25 TLC : R f 0.23 (^=¥f-y : ^m^J^= 1 : 2) ; 

1 H-NMR(DMSO-d 6 ) : 8 0.80 (t, J=7.50 Hz, 6 H) 1.44 (m, 13 H) 1.94 (m, 2 H) 
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3.11 (m, 2 H) 3.44 (m, 2 H) 3.81 (m, 4 H) 4.10 (s, 1 H) 4.44 (m, 1 H) 6.51 (d, J=8.00 
Hz, 1 H) 7.01 (d, J=8.00Hz, 1 H) 7.07 (t, J=8.00Hz, 1 H) 7.16 (s, 1 H) 8.35 (s, I H) 0 

UttWl (8 1) : 4- -4-tKa^-N- [3 

TLC : R f 0.33 (^f^ : 188*?^= 1:1); 
1 H-NMR(DMSO-d6) : 5 0.79 (t, J=7.00 Hz, 6 H), 1.27 (m, 11 H), 2.27 (s, 3 H), 
3.10 (m, 2 H), 3.74 (m, 2 H), 4.09 (s, 1 H), 6.51 (m, 1 H), 6.89 (d, J=8.50 Hz, 2 H), 
7.17 (m, 5 H), 8.45(m,lH) 0 

10 

^&S0U (8 2) :4- (2-^/V^/^) -4-tKn^-N- [3 

TLC : R f 0.33 (^tf-y : B*Sft^^= 1:1); 
1 H-NMR(DMSO-dfi) : 5 0.79 (t, J=7.00 Hz, 6 H), 1.33 (m, 11 H), 2.15 (s, 3 H), 
15 3.09 (m, 2 H), 3.75 (m, 2 H), 4.09 (s, 1 H), 6.45 (m, 1 H), 6.87 (d, J=8.00 Hz, 1 H), 

7.12 (m, 5 H), 7.30 (d, J=8.00 Hz, 1 H), 8.44 (s, 1 H) 0 

HJi^l (8 3) :4- (2-^^/^^) -4-fcKP d rv / -N- [3 

20 TLC:Rf 0.17 (^f"^ : Bfflfc*^"^ 1 : D 5 

1 H-NMRCDMSO-dfi) : 6 0.79 (t, J=7.50 Hz, 6 H), 1.33 (m, 11 H), 3.09 (m, 2 H), 
3.73 (s, 3 H), 3.75 (m, 2 H), 4.08 (s, 1 H), 6.38 (dt, J=7.00, 2.50 Hz, 1 H), 7.05 (m, 7 
H), 8.41 (s, 1 H) 0 

25 HJ&M1 (8 4) :4- (2-^/K^/V) -4-tKn^-N- [3 
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TLC : R f 0.21 ("^rf-V : Rgfcn?7U= 1:1); 
^-NMRCDMSO-ds) : 8 0.79 (t, J=7.50 Hz, 6 H), 1.32(m, 11 H), 3.09(m, 2H), 
3.73 (s, 3 H), 3.75 (m, 2 H), 4.08 (s, 1 H), 6.47 (m, 1 H), 6.96 (ra, 4 H), 7.14 (m, 3 H), 
8.43 (s, 1 H) 0 

5 

£lft0!l (8 5) :4- (2-^/^^/V) -N-" [3 - (4-7/M-p 
y^J^y) 7x=^/] -4-t KP^v-f^y^^-l-^/^^f-^ K 
TLC : R f 0.26 (^f-^ : gj^t^= 1:1) ; 
x H-NMR(DMSO-d6) : 5 0.79 (t, J=7.50 Hz, 6 H), 1.31 (m, 11 H), 3.10 (m, 2H), 
10 3.73 (m, 2 H), 4.09 (s, 1 H), 6.53 (m, 1 H), 7.03 (dd, J=9.00, 4.50 Hz, 2 H), 7.21 (m, 5 
H), 8.47(s,lH)e 

Uttftl 1 (86) : 4 - (2 -^jvy*=f-;V) -4-kKn <*$/-N- { 3 
- [4- (MJ7^tP^f/V) 7*/*$/] tr^y^-i- 
15 K 

T L C : R f 0.31 (^f-V : mk^^= 1:1) ; 
1 H— NMR(DMSO-d6) : 5 0.79 (t, J=7.50 Hz, 6 H), 1.31(m, 11 H), 3.12 (m, 2 H), 
3.77 (m, 2 H), 4.10 (s, 1 H), 6.67 (m, 1 H), 7.13 (d, J=8.50 Hz, 2 H), 7.29 (m, 3 H), 
7.72 (d, J=8.50 Hz, 2 H), 8.55 (s, 1 H) 0 

20 

HJfeWl (8 7) :N- [3, (MJ /V) 7*5=71'] 

-3- {4- [4- (hV7A'***h*t') y*-~>V\ \fs<7W-l- 

T L C : R f 0.48 (^l^ : ^acf-/W= 3:7) ; 
25 1 H - NM R (CDCla) : 6 2.56 (t, J=4.95 Hz, 4 H), 3.21 (t, J=4.95 Hz, 4 H), 3.32 (m, 
1 H), 4.03 (dd, J=8.32, 5.13 Hz, 2 H), 4.14 (t, J=8.32 Hz, 2 H), 6.37 (s, 1 H), 6.89 (d, 
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J=9.15 Hz, 2 H), 7.12 (d, J=9.15 Hz, 2 H) 7.51 (s, 1 H) 7.92 (s, 2 H) 0 
H»J2 (1) ~IHfeft2 (7 3) 

H1KEM2 (1) : 4- (4-^*7^^) — N— (3-^pp7x=;V) 
10 -4-tFn ^rv-- 1 - bT^JJ -^y^/V^^f" 5 K 
H P L C{*^^ : 3.82 # ; 

MS (ESI,Pos. 20V) : 817 (2M + H) + , 409 (M + H) + , 391„ 

Hli0i|2 (2) : 4- (4-7^0^7^=/^) -4-tKn^-N- (3 

HPLC^K : 3.75 

MS (ESI,Pos.20V) : 841 (2M + H) + , 421 (M + H) + , 403 o 

HWJ2 (3) : 4-tKP^-4-7x^-N- (3- (hV7^* 
20 f-M 7 ^ ~M - 1 - 1"^ y ^^A^f- ^ K 

HPLCfM : 3.73 # ; 

MS (ESI,Pos.20V) : 729 (2M + H) + , 365 (M + H) + , 347 0 

HWJ2 (4) : 4- (4-^PP7x=;V) -4-tKP^>-N- (3 
25 - ( h y * y f-A) 7 * - i - 1 0 ^ y VyX/UTgir-f * K 
KPLCim^m :3.91#; 
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MS (ESI, Pos. 20 V) : 401, 399 (M + H) + , 383, 381 0 

(5) : 4- (4-7/^a7i^) - 4 - fc Kp ^-N- (3 
-(hP TWO 7 * - 1 - If ^ ]) i?y%/lstf*ry- * K 

5 HPLCf£J$0#Ff3 : 3.78 # ; 

MS (ESI, Pos. 20 V) : 383 (M + H) + , 365 0 

(6) : N— (3, 5-^t3P7*=^) -4-fcpB^-4 

- (4-^^7*=/w) -i-tr-<y^*/i^*f-5 k 

10 HP L Cf*^0#K : 4.06 # ; 

MS (ESI, Pos. 20V) : 757 (2M + H) + , 379(M + H) + , 361 0 

(7) : N- (3, 5-^na7s-/V) -4 - fc: Kn3r^- 4 

- (i, 3-fryn^y-3-wf;i/) -l-tf^y^^/^^f- 

15 $ K 

HPLCfaWftffl : 3.18 # ; 

MS (ESI, Pos. 20 V) : 392, 390 (M + H) + 0 

H;6feM2 (8) : 4-t KadrV-4-^^^-N- (3- (MJ7/^ 

20 n^^/v) -i-^yi?y*/v^tn* 

HPLC^M : 3.91 ^ ; 

MS (ESI, Pos. 20 V) : 717 (2M + H) + , 359 (M + H) + 0 

(9) : 4-^^-4-tKP^i/-N- (3- ( b V 7jVjr 
25 ^7V) 7 i =a0 - 1 - JJ /U#3f -9" 5 K 

HPLC^Hfg :4.02#; 
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MS (ESI, Pos. 20 V) : 745 (2M+H) + , 373 (M + H) + 0 

mMW2 (10) : N— (3, 4-^BP7*s^) 
4 -^J/^vV- 1 - JJ ^y^/^^rf - 5 K 
5 HPLCf*^^ : 3.99 # ; 

MS (ESI, Pos. 20 V) : 719, 717 (2M + H) + , 361, 359 (M + H) + . 

2 (11) : N- (3, 4-^PP7s^) -A-^fAs-A 
-t Kadr^- 1 -t'^U K 
10 HPLC^FI :4.13# ; 

MS (ESI, Pos. 20 V) : 747, 745 (2M + H) + , 375, 373 (M + H) + , 355 G 

(12) :N- (3, 5-^PP7i^) -4- ( (xf^ (2 

15 4 - 1 Ka ^i/- 1 - if^U S^tf/v^f- ^ K 
HPLC^ffl : 3.97 # ; 
MS (ESI, Pos. 20 V) : 538, 536 (M + H) + 0 

H«#9 2 (13) : N- (3, 5-^PP7s^) -4- ( (^/^ 
20 ;*") -4-t KP**/- l-^JM/HJf*f 5 K 

HPLCflMWSrIIB : 3.82 # ; 
MS (ESI, Pos. 20 V) : 365, 363 (M + H) + , 345 0 

H»2 (14) :N- (3, 4-^PP7s=/>) -4- ( (^fvV^ 
25 ;**) ^A) -4-t Kn^-l-^U^^t^ K 
HPLC^M : 3.73 # ; 
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MS (ESI, Pos. 20 V) : 365, 363 (M + H) + , 345 0 

mim 2 (15) : 4-tert-^^-4-t Kn^-N- (3-7*/* 
i,7*~;v) - 1 - tT^ JJ ^V^/^^f- ^ K 
5 HPLC<£}$B#IS : 3.86#; 

MS (ESI, Pos. 20 V) : 737(2M + H) + , 369(M + H) + „ 

(16) : N- (3-/n*7*=/V) - 4 - u^^^/I/- 4 

- 1 Ka dr V- 1 - tf< U WUfrtRW ^ K 

10 HPLCW^ : 3.77 # ; 

MS (ESI, Pos. 20 V) : 369, 367 (M + H) + 0 

(17) : 4-^n^yf;^-4-t Kn^>-N- (3- (h 

15 HPLC&#B#fW : 3.82# ; 

MS (ESI, Pos. 20 V) : 357(M + H) + 0 

MM 2 (18) : N— (3-^0n7s^) n^^/V-4 
-tKa * v'- l - tfw U i^y*/^*f - ^ K 
20 HPLC&iWiB : 3.73# ; 

MS (ESI, Pos. 20 V) : 645 (2M + H) + , 325, 323 (M + H) + , 

HIS0IJ2 (19) : 4- f y^n^y^u-N- (3 -xf/W7*^) -4 
-fcKa^>-l-^JJ S^jfr/i^f - 5 K 
25 HPLC^B#I?S] : 3.75# ; 

MS (ESI, Pos. 20 V) : 317(M + H) + 0 
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£16092 (20) : (3, 
-4-fc Kn^-l-tf^y ^y#/l^3rf-S; K 
HPLCfc#l$IH :3.75#; 
5 MS (ESI, Pos. 20 V) : 317(M + H) + e 

H»J2 (21) : 4— i/^n-^^/U-N- (3, 4-^PP7i=/V) 

-4-tKP 1 - tf^ p s?y*A^«ap-* 5 K 

HPLC^M :3.91#; 
10 MS (ESI, Pos. 20 V) : 359, 357 (M + H) + , 339 0 

(22) : 4— ^ a^^/V-N- (2, 6-^Pn-4-fc° 
y i^^/>) -4-kFo 1 - fc 0 ^ U v^/W^f- ^ K 
HPLCf£J#B#FfS1 : 3.78 £; 
15 MS (ESI, Pos. 20 V) : 360, 358 (M + H) + o 

M1MW2, (23) : 4-V^a^rWV-N- (2, 6 -S?^ a n -4 -If 
y i^^/v) - 4 - Kp 1 - fc 0 ^ V WJj/VTS^-f- 5 K 
HPLC&«N$|1B :3.86#; 
20 MS (ESI, Pos. 20 V) : 374, 372 (M + H) + 0 

H»J2 (24) :N-(2, 6 P n-4 - try v 5 ^) -4-fcK 
p^^_ 4 _ (3-^^/U^/U) -l-fc'^y^tf/M^iM K 
HPLC^^ : 3.86 # ; 
25 MS (ESI, Pos. 20 V) : 362, 360 (M + H) + „ 
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H$£M2 (25) : 4-i^n7*nfc!>- 4-t Fo^-N- (3 -7* 
/ ^ 5/7 ^ ~/U) - 1 - 1"^ U % K 

HPLC^SI^ : 3.71 ^ ; 

MS (ESI, Pos. 20 V) : 705 (2M + H) + , 353 (M + H) + e 

5 

(2 6) : (3, 5-^0 0 71=^) 

HPLCW^ :3.73# ; 

MS (ESI, Pos. 20 V) : 659, 657 (2M + H) + , 331, 329(M + H) + 0 

10 

%W§\1 (2 7) : 4-*^n^-4-t Kb*'/-N- (3- (by 
HPL«IW :3.70# ; 

MS (ESI, Pos. 20 V) : 685 (2M + H) + , 343 (M + H) + 0 

15 

(2 8) :N- (3, 5-^pp7i^V) -4-fcFa*^- 
4- (2-^7^) - 1 -fc'^y ^^^/V^f"^ K 
HPLC$M3B#K :4.08# ; 

MS (ESI, Pos. 20 V) : 831, 829 (2M + H) + , 417, 415 (M + H) + , 399, 397. 

20 

(29) : 4-is?v^*i//l>-N- (3- (v^ n^^/M"^ 
HPLCfi^BSFW :4.03#; 

MS (ESI, Pos. 20 V) : 773 (2M + H) + , 387 (M + H) + « 

25 

rnmmz (30) :n- (3- (^b^^v) 7*=ao -4- 
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t: k p * 4 - ( 3 - f-)vrf^-)V) - 1 - tr-i y 5; k 

HPLCftWfNflW :4.00# ; 

MS (ESI,Pos.20V) : 749 (2M + H) + , 375 (M + H) + 0 

5 mW\2 (3 1) : N- (3- n^V^M**/) 7 z*~AS) -4- 
( 2 -^;v7*f-;v) - 4 - 1 Ka 1 - fc 0 ^ U ?v#Arf*y- 5 K 
HPLC»^ : 4.12 # ; 

MS (ESI,Pos.20V) : 777(2M + H) + , 389(M + H) + 0 
10 H»J2 (3 2) : N- (3- (^n^^W^) -4- 
HPLCfiU*«flS : 3.92# ; 

MS (ESI,Pos.20V) : 789 (2M + H) + , 395 (M + H) + Q 

15 H»J2 (3 3) : N- (3- xx^S/Mtr^) 7 *~;V) -4- 
(4-7;>tn7*^) -4-fc Fp*V- 1-t^y S^tf/VrfW^ 
K 

HPLCfiM^IH : 3.95 # ; 

MS (ESI,Pos.20V) : 825 (2M + H) + , 413 (M + H) + 0 

20 

HWJ2 (3 4) : 4-^P^/W-N- (3- (^ P^*^**^) 
7 *=/w) -4-tKB 1 - tf^ y ^y^/v^^f" 5 K 
HPLC&^Hf^ : 3.93 ^ ; 

MS (ESI, Pos. 20 V) : 745 (2M + H) + , 373 (M + H) + , 

25 

(3 5) : N- (3- { 9 s9 U^i/Ar**!/) 7*=/V) -4- 
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HPLCWM : 4.01 # ; 

MS (ESI,Pos.20V) : 773 (2M + H) + , 387 (M + H) + 0 

5 ££0!|2 (3 6) : 4-tert-^^-N- (3- U^*i/As***s) 
y*.~;v) -4-fc KP^i/- l-fcf^JJ WXAstftt^ F 
HPLC{fc#R#Pfl : 3.95 # ; 

MS (ESI, Pos. 20 V) : 749 (2M + H) + , 375 (M + H) + 0 

10 HMJ2 (3 7) : 4-^/V-N- (3 - (i^^ P^v'/W^v') 7cn 
_ 4 _ t k p df^- l - tf^i J) S^tf/nJ?*?- ^ K 
HPLCflWUW :4.00#; 

MS (ESI, Pos. 20 V) : 749 (2M + H) + , 375 (M + H) + 0 
15 (3 8) :N- (3- P^^/V^V) 7s=/V) -4- 

kK p^_ 4 _ ( 3 _ ^ ^/v^M - 1 -t°^y i>y 5 K 
HPLCftfciWWH : 4.10# ; 

MS (ESI, Pos. 20 V) : 777(2M + H) + , 389(M + H) + 0 
20 Hj6SM2 (3 9) : N- (3- &9 xi^i/fi'***') 7*->V) -4- 

P^y^/v^^/v) -4-t Kpdp-*/- i-tf^jJ ^ytf/wj^iJ-S 

K 

HPLCfiMWIB : 4.15 # ; 

MS (ESI, Pos. 20 V) : 801 (2M + H) + , 401 (M + H) + 0 

25 

(4 0) : N- (3-^no7*=;V) -4- (S^P^^/M 
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f-M - 4 - fc Kn dr^- l - fc><< y WXJViS^yr % K 
HPLCflM$H#P^ : 3.86 

MS (ESI, Pos. 20 V) : 673 (2M + H) + , 339, 337(M + H) + „ 

5 mi&n2. (41) : 4- (^P^^/M^/V) -N- (2, 

p _ 4 _ tf jj - 4 - fc Ka 1 - tf^ U ^ K 

HPLC^FbI :3.88#; 

MS (ESI, Pos. 20 V) : 374, 372 (M + H) + 0 

10 IM2 (4 2) :4-tKo>^-N- (3-7x/^7x^) -4 

- ( i - :/n t>7f;i^) - 1 - tr^y ^ytf/w^f - 5 K 

HPLC^FbI :4.07#; 

MS (ESI, Pos. 20 V) : 821 (2M + H) + , 411 (M + H) + , 393 0 

is mmm2 (43) : n- (3-7/^^-5- (hv?^***^) 7* 

-,!,) -4-tKP^-4- (1-/P \?;V~??-JV) - 1 - y 
HPLC»^ :4.11#; 

MS (ESI, Pos. 20 V) : 809 (2M + H) + , 405 (M + H) + , 387 0 

20 

nmi2 (4 4) :N- (3, 5-^7^07^=^) -4-fcKo^iX 
-4- (l-^PtVU^/^) -l-^^^^t^K 
HPLC&^W :3.92#; 

MS (ESI, Pos. 20 V) : 709 (2M + H) + , 355 (M + H) + e 

25 

(4 5) :N- (3-^Pt37^^7W) -4-fc FP=3r^-4- (1 
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HPLC{fc#B#|?g : 3.93 # ; 

MS (ESI,Pos.20V) : 705 (2M + H) + , 355, 353 (M + H) + , 337, 335, 
5 (46) :N-(3, 5 -&9 p p 7*~;V) - 4 - 1 Ka 

4 - ( i KAs-fj-jv) - 1 - tr^y WXArt** 5; K 

HPLC{W#Ff3 :4.18# ; 

MS (ESI,Pos.20V) : 775, 773 (2M + H) + , 391, 389, 387 (M + H) + „ 

10 HWJ2 (4 7) : N- (2, 6 -i?* P a - 4 - 1? JJ v^/l') -4-fc K 
a 3^- 4 - ( 1 -7 s a VAr-ff-M -i-t°^y vtf/i/tfapif ^ K 
HPLC&J$lffl : 3.97 # ; 
MS (ESI,Pos.20V) : 390, 388 (M + H) + G 

15 (4 8) : N— (3- (S^ P^yfvM"^ V) 7x=;H -4- 

( i -cc^vK/p fcVV) -4-kKo V- 1 - U &y#Atf*t"9- 5; K 
H P L C^UfW : 3.85 # ; 

MS (ESI,Pos.20V) : 749 (2M + H) + , 375 (M + H) + , 357 0 

20 mMM2 (4 9) : N- (3- U<^*?i/fi'**t%') 7 -4- 

( 1 -a^/K/P \fjV) -4-fcFB 1 - tf^ y S^tf/M*^ ^ K 

HP LCfiMt^ : 3.96 9t ; 

MS (ESI,Pos.20V) : 777 (2M + H) + , 389 (M + H) + , 371 0 

25 MHSM2 (5 0) : N- (3, 5-^7;VtP7*^) -4- ( 1 -3^ 
/K/p tW) - 4 - 1 Ka 1 - fcV* y v^/l^^f" 5 K 
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HPLC&#B#ff :3.67#; 

MS (ESI,Pos.20V) : 653 (2M + H) + , 327 (M + H) + , 

(5 1) :N- (3-^na7j^U) -4- (l-xf/^nt? 
5 ;V) - 4 - 1 Kp 1 — tr-^y v^V^/^drf- 5 K 
HPLC^FI : 3.66 # ; 

MS (ESI,Pos.20V) : 649 (2M + H) + , 327, 325 (M + H) + 0 

HM2 (5 2) :N- (2, 6 * a- 4 - If P i?s>fi) -4- (1 
10 -cn^/v^a fcW) -4-tKn^-l-^5 ^ K 

H P L Cfi^l^lRI : 3.68 # 
MS (ESI,Pos.20V) : 362, 360 (M + H) + „ 

H5IM2 (5 3) :N- (3, 5 -If* ( MJ y/U*u / y *~;V) 

15 -4-fc KP^riX-4- (2-^/K7c*~/V) - 1 -tf^JJ 
iK K 

HPLCfi*t*B#|R| : 3.98 # ; 

MS (ESI,Pos.20V) : 893 (2M + H) + , 447 (M + H) + , 429 Q 

20 H«J2 (5 4) : N- (3-7/U^"P-5- (MJ7^P^^/V) 7^ 
~/WO -4-feKB^/-4- (2-^^7 31^/V) -l-fcf^U^* 

H P L CftftRtffi : 3.81 # ; 

MS (ESI,Pos.20V) : 793 (2M + H) + , 397 (M + H) + , 379 0 

25 

%nsM2 (5 5) :N- (3- (i/^ O^^/V^V) 7*=/H -4- 
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HPLCfiy*NFBB :3.87# ; 

MS (ESI, Pos. 20 V) : 817 (2M + H) + , 409 (M + H) + , 391 0 

5 HjitiU (5 6) :4— <^/W-N- (3-7/M-P-5- ( h JJ 77V* 
P^^/V) 7x^) -4-fc KP^r^-l-t°^JJ^^/W7j?^f-5 K 
HPLCft#^ :3.75#; 

MS (ESI, Pos. 20 V) : 793 (2M + H) + , 397 (M + H) + , 379 Q 

10 MMM2 (5 7) :N- (3-^nn-5-7;^o7i-;W) -4-tK 
0^^-4-7^^-1-^11 v 5 ^/^^^ K 
HPLCfiHWW :3.63# ; 

MS (ESI, Pos. 20 V) : 697(2M + H) + , 351, 349 (M+H) + , 333, 331 0 
15 mifcffl2 (5 8) :N- (3-^0-5-7/^0 7*^) -4-fcK 

(4-^^/v7*=/w-) — l — ]) i?y%jU7$3cf- % k 
HPLC^FbI :3.70# ; 

MS (ESI, Pos. 20 V) : 725 (2M + H) + , 365, 363 (M + H) + , 347, 345 e 

20 UttiM 2 (5 9) :N- (3-^on-5-7/^P7i=/l') -4-fcK 
P df V- 4 - ( 3 - P< ?VV7 en -/U) - 1 - U v 5 ^ ^ K 
HPLCf*l#^ : 3.71 ^ ; 

MS (ESI, Pos. 20 V) : 725 (2M + H) + , 365, 363 (M + H) + , 347, 345, 

25 (6 0) :N- ( 3 P P - 5 - y JViru 7a^~;V) -4—>? 

p 7^- 4 - fc Kp V- 1 - fc°^ V W$;vi$*-t ^ K 
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HPLC^II : 3.60 # ; 

MS (ESI, Pos. 20 V) : 653 (2M + H) + , 329, 327 (M + H) + , 311, 309 o 

(6 1) : N- (3-^aP-5-7;l/to7*-/l') -4-*/# 
5 u^l/J-jV-A-M Kadrv/-l-t°^U v^y^/V^^rf-? K 
HPLC^tFI : 3.71 

MS (ESI, Pos. 20 V) : 681 (2M + H) + , 343, 341 (M + H) + 0 

(62) : 4-tert-^^-N- ( 3 — 9 n n - 5 -y;V*u y^ 
10 =/k) -4-fc Kn^-l-i^y^y#>M^iK K 

HPLCWII : 3.63 # ; 

MS (ESI, Pos. 20 V) : 657 (2M + H) + , 331, 329 (M + H) + 0 

(63) : (3-^0-5-7/^7x^/1/) 
15 -4-t Kn^ix-l-^y^^/U^drf-* K 

HPLC^K : 3.68 # ; 

MS (ESI, Pos. 20 V) : 657 (2M + H) + , 331, 329 (M + H) + „ 

(6 4) : N— (3-^nn-5-7/Ptn7x=/l') -4-t: K 
20 n=3r >- 4 - ( 3 - *?-;vy*?-;V) - 1 - t^J) i^^/^drf- ^ K 
HPLCft^ : 3.80 # ; 

MS (ESI, Pos. 20 V) : 685 (2M + H) + , 345, 343 (M + H) + 0 

HWJ2 (6 5) : N- (3-^nn-5-7A'tP7x=/l') -4-t H 
25 a *r V- 4 - (1-7p fcVK/fvl') - 1 - 1?^ JJ Vy*;^*-? * \t 
HPLC^I : 4.06 # ; 
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MS (ESI, Pos. 20 V) : 741 (2M + H) + , 373,371 (M + H) + Q 

(6 6) :N- (3-^CB-5-7^n7s-/V) -4- ( (^ 
fvl^:*-) ^ ^A-) - 4 - 1 Ko dr>y- 1 - fc 0 ^ y S^tf/V^f- ^ K 
5 HPLCWi : 3.55 

MS (ESI, Pos. 20 V) : 693 (2M + H) + , 349, 347 (M + H) + , 331, 329„ 

nifcUZ (6 7) : N— (3-^n-5-7/Vtn7x=/V) -4-fcK 
p 4 _ ( 2 -^y^) - 1 - tf^JJ $^#/M?3rf- ^ K 

10 HPLCfi^W :3.82#; 

MS (ESI, Pos. 20 V) : 797 (2M + H) + , 401, 399 (M + H) + , 383, 381„ 

(6 8) : (3-^nn-5-7^B7* = 

7P ) _ 4 _ t p p ^$/_ i - i?y#/t^drf- 5 K 

15 HPL«^ :3.68#; 

MS (ESI, Pos. 20 V) : 725 (2M + H) + , 365, 363 (M + H) + , 347, 345, 

m&M2 (6 9) : 4- (4-7*^7*5/1.) -4-t Fn^V-N- (3 

- ( (bP7^B^f/U) ^) 7*=/V) -i-^P^;^ft 

20 r ^ k 

1 H- NMR (CDCls) : 5 1.80 (m, 3 H), 2.15 (m, 2 H), 3.60 (m, 2 H), 4.52 (m, 2 H), 
7.41 (m, 9 H) ; 

TLC : R f 0.50 i^-fy : iffifta^yV= 1 : 1) „ 

25 mM&\2 (7 0) : 4- (4-7 % B J t7i-/k) -4-t Kn^-N- (3 

- ( h U b^rix) 7i^) - 1 - fcT^y i^^/^^f-^ K 
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HPLC^FbI : 3.93 

MS (ESI,Pos.20V) : 919, 917 (2M + H) + , 461, 459 (M+H) + , 443, 441„ 

(7 1) : 4-t Ko ;3 f>'-4-'f yyct>-N- (3-7x/ 
5 *i/7 x. ~iv) - 1 - *w V pyjj/itftf-t * K 
HPLC^#HI : 3.75 # ; 

MS (ESI,Pos.20V) : 709(2M + H) + , 355 (M + H) + 0 

(7 2) : 4- )V*<5-)V) - 4 - fc Kn ^y-N- 

10 ( 3 - ( hV VivHrxx* *$-;v) y *.~;v) - 1 - tr-< y v^tf/u^f- ^ K 
HPLCWl : 4.02 # ; 

MS (ESI,Pos.20V) : 769 (2M+H) + , 385 (M + H) + „ 

(7 3) : 4- {*/9w**SAs*f'A') -N- (3, 
15 /vy^-A") - 4 - 1: Kn *f - 1 - $>ls#Artf*r? % K 
HPLC<MW*DB : 3.97 # ; 
MS (ESI.Po8.20V) : 345 (M + H) + o 

£%0J3 (1) ~Hil0ij3 (2 6 4) 
25 &%0!3 (1) : N- (3-^nB7i^) -4- (4-^on7i^) 
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MMMS (2) : 4- (4-^0*71^) (3 

- * f-Asy * - 1 - ^ ^ V* % Art ^f" ^ K 

5 (3) : 4- (4-^o^7i=;U) -4-tKn^-N- (4 

- ( h !J fvt') - 1 -fcwy $>i/;fr/ud?3MJ- ^ K 

HftftlS (4) : 4- -N- (4-^n7i=/V) 

- 4 - fc Kn^>- 1 - tf^y ^^*/^drf- ? K 

10 

HUMS (5) : 4- (4-^P^y^^;^) -N- (4-ai h*^?*^ 
/U) - 4 - fc Kb 1 - tr^ V WUArt*?- ^ K 

HifeM3 (6) : N, 4-tf* (4-7*o*7i^) -4-fcKn^- 
15 W*Art*t"9-$ K 

HJ&0J3 (7) : 4- (4-/p*7i=/V) -4-tKo^-N-7s 
~/^- l -fc^y WXArtf-itT % K 

20 £ttftl3 (8) : 4- (4-7*0*7^/1/) -4-t Kp^7-N- (4 

b^rv'7^=/v) - l-t^y Pis* Art*i- $ K 

H5IM3 (9) : 4- U-l/P^a^A') -N- (2-^no7x^) 

- 4 - fc Vx**S/- 1 - fc^y PyHArtf-UrT ^ K 

25 

H56M3 (10) :4- (4-7n^7x^l/) -4-fc Kn^$/-N- (4 
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HJ&M3 (11) :^5vu 3 - ( ( (4- {A-zfn^y -4- 

5 

ItJfcfflS (12) :N- (3-^a*7x^) -4- (4-^n^7i = 
/V) - 4 - 1 Kn 1 - bN< JJ 5?^;fr/u#*tf- ^ K 

(13) :4- (4-^a^7^=/W -N- (3-VT/7*=- 
10 /I/) - 4 - 1 Kndri/- 1 - t!XJJ S^tf/VJ^iJ- 5 K 

£tt0!3 (14) :4- (4-^a^7^-/v) -4-tKn^-N- (3 

15 HJ&M3 (15) : 4- (4-^0*7*=/W) -4-tFn^-N- (4 
-7*/^r;/7*^) - 1 - fcV< V VVft >M?3riJ- % K 

H»J3 (16) : 4- (4-^0^7x^/1/) -N- (3, 
a 7*^/v) -4-bKa 1 - if^U - ^ K 

20 

HJKSM3 (17) : 4- (4-^0^71^) -N- (3, 5-^^ 
7 * ~M - 4 - 1 K n dp- l - fc°^ y ^tf/Vtf^i?- ^ K 

HEttMS (18) : 4- (4-^0*73i^/V) -N- (3, 
25 7i=/H -4-fc KO^^-l-tf^y^^/W^f-^ K 
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mWMZ (19) :*<7-/l> 3- ( ( (4- (4-^dd7x^) -4- 

t kp 3^- 1 - txy ^~/u) r ^ /) ^^y^— h 

(2 0) : N- (3-^d^7i^) -4- (4 nn7i = 
5 />) - 4 - 1 Kn ^ %/- 1 - *wy i?y*jUtf*i- ^ K 

(2 1) :4- (4-^PP7x=;l/) -N- {Z-*/TJ7*-- 
/V) - 4 - fc Kb ^ V- 1 - 1°^< y S^tf/M^iJ- 5; K 

10 UttMS (2 2) 3- ( ( (4- (4-^P7i^) -4- 

t Kn dfv'- l - tf^JJ ^c=./u) #/M?-/v) T % /) ^yV^— h 

MMMS (2 3) : 4- (4-^DP7i^) -4-fc KcufrS'— N- (3 

- y^jv) -l-tf^ys^fc/M^f-s k 

15 

H*M3 (2 4) : 4- (4-;?OD7x^) -4-tKP^-N- (4 
-7x; ^i^7i =7V) - 1 - P A'Jtff'frf - 5 K 

HWI3 (2 5) : N, 4-If* (4-^PP7x^) 
20 -i-tf^y i^tf/t^*?- 5 K 

(.2 6) : N— (4-7*0^71^) -4- (4-^pp7x = 
/V) -4-fc Kn 1 - fcv« y 5?^*/VjJ?^f - ^ K 

25 (2 7) : 4- (4-^PP7x5^) -N- (3, 5-i?7/U* 

P7x^) - 4 - 1 Kn ^v'- 1 - kV^y ^^TJ/^^f" 5 K 
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(28) : 4- (4-^na7i=^) — N— (3, 

5 H%0|3 (2 9) : 4- (4-^on7i=/>) -N- (2, 

- 4 - fcf y S*^) -4-tKD^-l-^!) /I/^^f - ^ K 

t!M3 (3 0) :N- {Z--fn^y ^=^;V) -4- (4-7;^o7x 
-7U) - 4 - 1 K a *cis- 1 - tv< y 5?X*/U#*f - 5 K 

10 

H2&M3 (3 1) : N- {Z-x-*f-)Vy x.~jV) -4- (4-7;VtP7i 
~;v) - 4 - fc Ka 1 - tf-< y - 5 K 

(3 2) :N- (3, 4-^PB7x=/V) -4- (4-7/^ 
15 a 7*^/V) - 4 - 1 Kn ^ i/- 1 - fc^ JJ ^#/M?3rf - 5; K 

HJSM3 (3 3) :4-tKo^-N, 4-f^ (3- (MJ7^to^ 

?vw) y - i-tf^y - ^ K 

20 H»J3 (3 4) :4- (2-7^n7*^) -N- (3- (MJ7;> 
a ^ 5Vv) 7 » n/v) - l - ^ y 5 K 

H*fiM3 (3 5) :N- (3, 5— I? *^>vy *~;V) -4- (2-7** 
n y^~;v) - l -tr^y s?jo(r/uj?*tf- * K 

25 

(3 6) :=?vU 3- ( ( (4- (2 -^Tv^s^/l") - 1 - 
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(3 7) :4- (2-^f-/Uy^^M -N- (4- (^/l^^) 

5 

(3 8) :4- (3-7^B7as^) — N— (3- ( MJ 

*-a ^) 7 - 1 - ^y#/M*>f- 5 K 

mH6M3 (3 9) : 4- (4-7A^P7*s^) — N— (3- ( b JJ 7/1/ 
10 tn^ ^) 7 a^/V) - l - t°^JJ v^tf/M^f- ^ K 

HJiM3 (40) 3- (( (4- ( 4 - ?VK7 ^ ~/V) -1- 

15 HifSM3 (4 1) :4- U-^fvKT^^) — N— (3- ( h V y fr* 
H*W3 (4 2) 3- ( ( (4- (4- U 

20 

&%0|3 (4 3) 4- (1- ( ( (3- (hV7A'*n Jf-*) 

HJi0!l3 (4 4) : N— (3-7o*7x=/P) -4-tKo^-4-7 

25 cc 1 - y y ^ k 
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MMMB (4 5) : N— -4-tKD^-4-7 
* =i;v- l - fc"^ y /M^f- 5 K 

HJfeM3 (4 6) : N- (3, 4-^od7i=/V) 
5 4 - 7x^;V- 1 - ^5 v'y^/^^t ^ K 

(47) :4-kKn^-4- (2 - tJsvy ^~;V) -N- (3 

10 HI&M3 (48) :4-fcKn^-4- {Z-*?->vy — N— (3 

- ( MJ :7/M*n ^ *vk) :7^~/U) - 1 - t°^U ^i/^/^^rf- ^ K 

HJIM3 (49) :4-tKa^-4- (3 -^fvl'? ^-/V) — N— (3 

-y^y^-i/y^-M -i-t°-<y K 

15 

HWJ3 (50) :N-(3, 5-^po7j=/V) -4-tKn^- 
Htt0f3 (5 1) : N— (3, 4-^nn7x=/V) -4-tKo^- 

20 4- (3-^^7^-/1^) - 1 -tf^y K 

H1&M3 (5 2) :N- (2, 6 — n n - 4 - fc° y — 4 — fc K 

a 4 - ( 3 - * *}-jvy ~jV) - i-t°^y i^tf/l^^f- ^ K 

25 ^6IM3 (5 3) : 4-t: Ko=Sr^~4- (4-^^7i=/H -N- (3 

- ( h y ytvirn * fvv) y*.~M - i - tr-< y v^/w^f- s: K 
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mW,m3 (5 4) :N- (2, 6 n n - 4 - fcTU -4-fcK 
tadf^-4- (4-p«^V7*=i/W) - 1-fcT^y ^y#/M?*f-S K 

5 £26013 (5 5) : N- (3, 5-^oo7i=;l/) 

4- ( (6-^^-3, 4-v f tKu-l (2H) V ~M t^JV) 
- 1 - fcV< y ^tf/Wffdf f- 5 K 

HJ6M3 (5 6) :tert-^/W 4- ( (1- ( ( (3, 5-^pp7i 

io -/w r ^ y) # a^^ao - 4 - 1 k o ^v- 4 - y s> =/v) y ^ /v) 

- 1 - tf ^7 S^fl/HjWfS' h 

HH6M3 (5 7) : 4--ff-;U-N- (3-xf;l/7s-/W) -4-fcKo 

15 

HlfeM3 (5 8) : N- {Z-y?Virny^;V) -4-thW/-4- 
fvu- 1 - JJ v^^/u^^f - ^ K 

£J£M3 (5 9) : N- (3-7/l'tn7x^) -4-tKD^-4- 

20 t'h fcvv- 1 - y y# /t^^f- 5: k 

HttM3 (6 0) :N- (3-:?n*:7*ri/l/) -4-7*^-4-1: Kb 
^rv-- 1 -f^JJ i?V%;l'i$*-f% K 

25 HWJ3 (6 1) :N-(3, 5-^nn7a^) -4-tKa^- 
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(6 2) :4-kKo^V-4-^f/WN- (3- ( h V 7^* 
5 H«J3(63) : (3- (f^/^ 

H»J3 (64) :4-xf^-4-tKn^-N- (3- Kt^ASf"*) 

10 

HMJ3 (6 5) : N- (3-^n7x^) -4-tKa^-4-^ 
i - £v< y ^i/tf/Wj^lf ^ K 

15*09 3 (6 6) : N- (3, 4-^PB7s^) 
15 4 - p< ^/^- 1 - fc'^ P /V^f" ^ K 

H»J3 (6 7) : N— (3-^no7x^) -4-tKn^>-4-^ 
a 1 - fc"^ y y^/v^f - ^ K 

20 HJSM3 (6 8) : N- (3, 4-^no7x^) 
4 -^n tVl^- 1 - fc^y ^#,M^f- ^ K 

^*M3 (6 9) : 4-^^-N- (3-^n7i=/H -4-fcKn 
df.cy_ i - ^ y ^ F 

25 

%mmz (70) : (3, 4-^no7x=/H -4- 
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HJS0II3 (7 1) :N- (2, 6-^nn-4-t?!l^) -4-fcK 
p 4 - tVi^- 1 - U /v#*f - 5 K 

5 

HliM3 (7 2) :4-7 > ^-N-(2, 6 -S^ P * -4 - bTJJ 
-4-tKa dp-v- 1 - V $ K 

H1&M3 (7 3) :N- (3-^/^7*=^) -4-tFa^-4-^ 
10 yfvl'- 1 - tf-^ P ^ ^ K 

H%0f3 (7 4) :N- (3-7^tP7x=;I/) -4-tFn^-4- 
15 mmms (7 5) 3- (( (4-^^-4- 

HJHM3 (7 6) : N— {3-iST;y^~M -4-tKo^-4-^ 

20 

HWJ3 (7 7) : 4-fc KP^^-4-^^f/V-N- (4- (by^/W 

^-d ^ ^) 7*=/v) - 1 - tr-<y ^v^/^^rf- ^ K 

HJSM3 (7 8) : N— (3— jXT/^^^/V) -4-^^-4-tK 
25 V*i/- 1 - tf^JJ S^tf/l'^iK K 
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mmms (79) 3- ( ( (4-tKn^-4-^f^-i 

ni&m 3 (80) : cx^/V 3 - ( ( (4 — 4 - 1 Kn 1 

HJIM3 (8 1) :N- (3, 5-^7/VtP7i=;V) 

10 MWIB (8 2) :4-tKa=3fi/-N- (3- (^^/^*) 7*=^) 
- 4 i - fcv<y i^v^/^^f - 5 K 

£*0!|3 (8 3) ;4-^W-4-tKo^>'-N- (3- (^fvi^ 
y^-fr) - 1 - !) v^tf/M^f" 5. K 

15 

H»J3 (8 4) :N- (3-^no7x^) -4-tKa^-4 — i 

v^/v- 1 - tr^y /uawrf-s K 

£ttOT3 (8 5) : N- (3-^Pn7*^) -4-^^-4-tK 

20 p 1 - 1 0 ^ y s^ya/m*?- ^ K 

mmms (8 6) :N- (2, 6-^np-4-fy^) -4-tF 
a 4 1 - tf^ y $?y;*7/M?^iJ- 5 K 

25 ^M3 (8 7) :N- (3, 5-^nn7i=/H -4- ( (^f/K3 
-tf-MOVjtv) 757) ;*5vu) -4-tKn^>-l-fc^'J^ 


146 


WO 2004/002531 


PCT/JP2003/008039 


(88) :N- (3, 5-^hb7x^) -4- ( (4 
— ^ ^/W<^y-f T^/) fT-M -4-fc -fc^y^ 
5 #/M**f^K 

HtfiMS (8 9) :N- (3, 5-^oo7x^) -4- ( (a^/K^ 

-79 r^/) ^fvto 
f-5 K 

10 

HJSM3 (9 0) :N- (3, 5-^pp7x^) -4- ( (ai^/V 
tt/J*) T^S) -4-fc Ko*$/-l-lf^y 

V% K 

15 »I3 (9 1) :N-(3, 5-^PB7sS^) -4 - ( (xf/K (2 
E) _3_ 7;c =/v-2-yn^y-f^) T5>0 y^) -4-fcKn* 

££0|3 (9 2) :N- (3, 5-^no7*^) -4- ( (^fvU (2 
20 -t7h^f;v) T^y) -4-fc Kn^-l-tf^ys^tf/t'tf 

HWJ3 (9 3) :4- ( ( (*^) /) 

^,V) _ N _ ( 3> 5 -^op7i^) -4-fc Kn^V- 1 -fc°^ 
25 P S>yjfr/l'tfWMK K 
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mMM3 (94) :4- ( ( (2, (^^) T 

-N- (3, 5-^no7a^V) -4-kKu^-l 

5 ftffiftS (9 5) : 4- ( ( (3-^n^yf;V/P^7^^) (afvvO 
T^y) t^M -N- (3, 5-^PP7i-/V) 

1 - tf^U s^***?*?- ^ K 

HJ£M3 (9 6) :N- (3, 5-^PP7x^) -4- ( ( (2, 4 
10 -i?y ; v*xi'<i/94 M (xf/v) 7U) ^f/v) -4-tKn^>- 
1 _ tr^ y ^ K 

mmm 3 (97) : 4 - ( ( fr? n ^y?vvTi??vv) (^fviO r ^ J ) 

y^/u-) -N- (3, 5-^pp7x=;V) -4-tFB**/-l-^ 
15 US?y*^**f-5 K 

£%0f3 (9 8) : N- (3, 5-^on7x=/V) -4- ( ( ( (3, 
4 ~/v) T ±TA>) (^fvv) 75/) ^ ^) - 4 - 1 

Kn 1 - tv< y v>y#/M*>f- ^ K 

20 

UttlVS (9 9) : 4- ( ( (3-^P-4-7;^a^^) (a 
f/V) T^y) tf-fls) -N- (3, 5 Oct? -4-tFa 

1 -tr-<y v^^tf^f-^ K 

25 gj£0|3 (10 0) : N- (3, 5-^OB7x=/>) -4- ( (^fvl" 
(2-7/^n-5- (M)7^to^f/» ^y^^) r^y) y^) 
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- 4 - 1 Kn * Zs- l - bV* V &y*Atf*"9- $ K 

(10 1) : N- (3, 5-^PP7x=/l') -4- ( 

5 -4-tKn 1 - tv< y ^y#^>f- 3; K 

(10 2) :N- (3, 5-^nn7^;V) -4- ( (^VW 
( (2E) -3- (3- (MJ^/k^P^^) 7x=;U) -2-7°P^y 

-r^) r^/) ^/v) -4-t Ka^v-i-tr^y^^A^^f-^ K 

10 

HffiM3 (10 3) :N- (3, 5-^0 0 7*-^) -4- ( (^/V 
(3-7/^0-4-^^/^^^^) T^y) 

1 -t'^y s?^*^3j?*f-5 K 

15 JfcttfflS (10 4) : N- (3, 5-^Ba7i=;V) -4- ( {^;V 
(4- (MJ77^ap{ h*^) ^<yy-r^) T%J) tf-fir) — 4 — t K 
n i - y s^-tf/i^f- * K 

H1&M3 (10 5) :N- (3, 5-^nn7x=/V) -4- ( (^A- 
20 ( ( (1R*, 2R*) - 2-7i=;^^n7 e Ptf/V) ^/U^=/l^) T^S) 
* ^;v) - 4 - 1 Kb V- 1 - ^ V S^tf/M^f" 5 K 

UlifcMS (10 6) : N- (3, 5-^DD7x=;l/) -4- ( (^^/W 
(2-7/v^-a-4- ^y^/t^n^fvv) ^y/'f^) 7^ /) ^Tvi") 

25 -4-tKo =¥^- 1 - tv*y K 
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mmms (107) -.4- u-?**?*-*) -4-t kb^-n- 

(3- ( (3-*<7-/i"<y^jM T^y) y^-M -i-tr^ys?y* 

/WtfdrlK F 

5 MMfflS (10 8) :4- (4 -7*V*:7 -N- (3- ((4-7 

/v^-n^^-y^^) r^y) 7* =710 -4-t Fa^-i-tr^y^y 

tf/t^f-^ F 

(10 9) : 4- (4-^P ; t7x^) -N- (3- (?<79 / 

io -T/wr^/) 71=^) -4-t Ko^y- 1 - ^y v^y^m^ K 

(110) : 4- -4-tKa^-y-N- 
(3- ( T^y) 37*.-^) -l-t'^y^y 

15 

mMM3 (111) : 4- (4-7*u^7 — N— (3- (^rfV 

5 / ) 7 *n/v) -4-tKa drix- 1 - 1°^< 9 S^^/WJ^f- ^ K 

mMM3 (112) : 4- (4-^0*7*^) -N- (3- ( (2-^ 
20 oaxy^;V) r^/) 7*=;>) -4 -t F*^- 1 -t^<y 
/M?3rf-^ F 

HJ&M3 (113) : 4- (4-7*a^7i-^) -4-tKP#V-N- 

(3- et^y-f/Kr:- y) 7^=^) -i-fc°^y s?:otr f 

25 

HSSM3 (114) : 4- (4-7*0^71=^) - 4 - 1 Fndr v'-N- 
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(3- ( (3-7*=^n/«sv-f^) r 7i^) -l-t^ys? 

(115) : 4- (4-:7n*:7:c=A) 
5 (3- ( (3-* h^rS^^y^A) 7^/) 7^-A) -1-^^'^ 
#Atf^f-5: K 

I&5SM3 (116) : 4- (4-^^71^) -4-thW-N- 

(3- ( (2-^"A#Atf~A) rs/) 7*^) -l-i^y 

10 *>kJ?*t$ K 

HWI3 (117) : 4- (4-^n : &7x^) -4-t Kp^-N- 
(3- ( (4- (hP7;vta^f;u) '•^v'-fA) T^/) 7s^) - 
1 - y Atf^f - ^ K 

15 

H«J3 (118) :4- (4-7'o ; e7s=/l') -4-tKa^-N- 

(3- ( (2 -7*/ /v-f **) ts/) ?*=a) -i-tr^y 

S^#Atff*i^ K 

20 £ffi0!l3 (119) : 4- (4~7b*7x^) -N- (3- ( (3, 4 
-i^d o^^y^A) T5: /) 7*-A) -4-tKa^-l-^'J 

HI6M3 (12 0) : 4- (4-7a^7i=/H -N- (3- ( (2, 4 
25 -^^A^-a^i/y^A) 7^/) 7i^) -4-t: Ko^-l-^ 
y Atf^-fr $ K 
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mMMB (12 1) : 4- (4-7v*7x:~;V) -N- (3- ( (2, 5 
y i?y*/V^f-5 K 

5 

H«J3 (12 2) : 4- (4-^*7^^) -N- (3- ( (2-^ 
h^r^^y^/V) T 5 /) 7i^) -4-fc Kd^^- 1 -tT^]Ji?V 

10 $ffi#|3 (12 3) : 4- (4-^D^7^=7U) -N- (3- ( (4—> 

r/^<yy^M r 5: /) ^^/v) -4-t Kn^-i-tf^y^y* 

«M3 (12 4) : 4- (4-7*p*7x=;U) -4-tKa^v'-N- 
15 (3- ( (3, 5, 5-hy ^/W^f-/^) 757) 7*~yV) -1 

HJSM3 (125) : N— (3 — ( ( (4— (4-70^71^) -4- 
t: Ka^fv^- 1 — U v*-^) tf/^-zt') T 5 7 ) 7 * ~/V) - 2 - fc" 

20 y i^/w^f-s K 

•mmmz (126) : 4- u-ya^^^) -n- (3- ( (2, 3 

y ^y^7/^>f-5 K 

25 

mMM3 (12 7) : 4- (4-/n^7x^) -N- (3- ( ( (2, 
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- 1 - y v^/i^f - ^ k 

(12 8) : 4- U-r/P^cc^/V) — N— (3- ( ( (3, 

- 1 - tr-< p yjj/i'tf*-? ^ k 

HJ&0II3 (12 9) : 4- (4-^B ; f7s=:/V) — N— (3- ( (^ n 

7?- fr) r^y) -4-tKo^-i-^pj?y 
io K 

HW(I3 (13 0) : 4- (4-^a^7x^) -N- (3- ( (2-7 

15 

H»J3 (13 1) : 4- (4-yo^7i=;V) -N- (3- ( (5-7 

/V^-a-2- (MJ77U*o^^/V) ^^y^/V) 7% J) 7x=/H -4 

-t Kn^^-i-tr^y^^/v^^^ k 

20 HWJ3 (13 2) : 4- (4-7n^7x^) -N- (3- ( (3-7 

su*u-4- (MJ7/^dy^) ^yy^f/v) r^y) 7x^) -4 

HWJ3 (13 3) : 4- (4-7p^7x^) -N- (3- ( (3, 5 

25 -trth^yt^MM r^y) 7*=/i") -4-tKo^-i-^ 
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mMM3 (13 4) :4- U-7*u*y*~>v) — N— (3- ( (2-7 
;v^-n-3- (MJ7;u^-n^^) /) y*~/U) -4 

5 

HJSM3 (13 5) : 4- (4-^a^7i^) — N— (3- ( (4-7 
/i^cr-2- (MJ7/^n^^7U) ^yyV/u) TS./) y^;v) -4 
- fc Kn l - fc'^y ^^/v^drf- 5 K 

10 mmmz (13 6) : 4- (4-^n*7x=^) -N- (3- ( (2- ( (i> 

- 1 - y ^y#,M?*f- 5; K 

(13 7) :4- (4-7n^7x=;W) -4-tKo^-N- 
15 (3- ( (4- (b!J7;vtc^ h^v) ^yyV/i-) T5 7) 7^^/v) 

- i - 1?^ y v^/m^ij- 5 k 

HWJ3 (13 8) : 4- (4-7*o*7x^) -N- (3- ( (2-^ 
nn-5-:7/M-n^>'yy/t') T ^ /) 7x=^) -4-fcKn^v'-l 
20 - fc 0 ^ y ^ y # f- 5 K 

HWJ3 (13 9) : 4- (4-7"o ; &7x=^) -N- (3- ( (2-7 

; ujrv-4- (h^/vto^f^) ^y/'f/v) T^y) 7^^/u) -4 
-t: Kn^- 1 -t^y K 

25 

2USM3 (14 0) :4- {A--fn^y ^=.;V) -4-kKndr^-N- 
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(3- ( (2- (hvy^n^h^y) ^isy^M y) 7*.~>v) 

- 1 - tv< y S^j&^drtf- $ K 

H*feM3 (14 1) : N- (3, 5-^oo7i=^) -4-fc Kn*$/ 

5 -4-> f yi/ntv^-i-txy sJyfl/njfcfrf-s K 

m6M3 (14 2) : y^/V 3- ( ( (4- (i^ n^v'/M ^/W) - 

10 HJiM3 (143) : N- (3 -~7u^7 ^~;v) -4- (^n^^ 
y^) -4-fc KD^ri/- l-^y 9 JV%As$*i-% K 

^JSM3 (14 4) : 3- ( ( (4- (^ P^frV/vy fvV) - 

4 - 1 K n V- 1 - 1"^ y ^/^) tf/i^^/u) T 5 y ) y\x- h 

15 

HWJ3 (14 5) : 4- (i/?u^*%/;V*^;v) -4-tKP^y-N 

- (3- (^Wt) 7i=^) -l-tr^P^^^f-^ K 

£1*09 3 (14 6) : N— (3-^na7i^) -4- (y^a^^ 

20 y ^) - 4 - 1 Ka d^y- 1 - tf^y ^y^/i/^^f- ^ k 

(14 7) : 4- (^n^i//M^/U) -N- (3-^f-/U7 
rt^/W) - 4 - fc Kn d^^- i - tv<y ^y#/l^>f- ^ K 

25 H*093 (14 8) : 4- (i^ n^df^/vy ^/l/) 
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mMW3 (14 9) : 4- {*/?u^*x/;V*?-;V) -N- (3, 5 -it* 
uny^jv) -4-t Kn^r^-l-tf^U^y^/^^rf-^ K 

5 (150) : 4- n^¥i//Mf7l') -N- (3, 4-*S? 

mMMS (15 1) :N- (3-^n*7*^/V) -4- ( (=-<?ASf-*) 
1 -4-t Kg l - t°^y ^y^/V^f- 5 K 

10 

(15 2) : 4- ( (^f/Uf-^r) *f>M -4-t KndrV-N 
- (3-^ h*fy*~M -l-tf"<y^*^#*f-5 K 

H»J3 (15 3) : 4- ( (cn^/l^rf-) * fvu) -4-t KP*S/-N 
15 - (3- (M>7A'tn^fA') - 1 - tf^U 5>^/^^f*5 

K 

HHM3 (15 4) : N- (3-^po7i^) -4- ( (oi^/V^) 
^ ^) _ 4 _ t prndrV- 1 - tf-<P - ^ K 

20 

H16M3 (15 5) : 4- ( (a^vl^tf-) ^^) -4-t Kn*«/-N 
_ (3-?L^/U7^~fr) -i-t°-<y l?y$A*$*"9-% K 

HJSM3 (15 6) : N— (3-if/V7s-/V) -4- ( (^A^tf-) 
25 ^fy^) -4-t Kndri/-l-t^y^*^t^ F 
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mmms (157) : 4- ( (^as?*) tT-M -n- (s-y/u^-u 

HJ&M3 (15 8) : 4- ( (;c?vf^:fr) ^f"^) -4-fcK»^-N 
5 - (3-7x;#i/7x^) — 1 — i?>%sl'7$3rf-^ K 

Hii$l3 (15 9) : 4- ( (ctfyl/f-tfO ^fvv) -4-tKa^^-N 
- (4-7^7^-^7*-^) -l-tf-<y K 

10 HJ&M3 (160) : N- (3, 5 fv^A-A-) -4- ( (^A' 

HWJ3 (16 1) : N- (2, 6-i^PP-4-fc 0 JJ ^~/U) -4- ( (^ 
^jvf-Hr) * 5vu) - 4 - 1 K n 1 - tf y $>y #-M?*f- ^ K 

15 

HJ£$|3 (16 2) :N- (3-7u^7x.~M - 4 -tert-^/V-4 - 
l: Kn^- 1 -t'^y S^tf/M^i^ K 

^lfe^3(16 3) 3- ( ( (4-tert-^/V-4-fc Kn^y 

20 -l-tr^y^/io ^;u7j?=/k) tkj) s<yy^>- b 

(16 4) : 4-tert-^A-4-t Kndr^-N- (3- (hy 

^ ^/u) 7*=;H - 1 - tr^y $>j/j&/nj?$Mf 5; K 

25 HliM3 (16 5) : 4-tert-^/U-4-t Kn^ix-N- (3- 
A^;*) 7^=/U) - 1 - fcV< y ^y^/v^f - 5 K 
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(16 6) : 4-tert-^^-N- (3-^nD7i=^) -4- 
5 Hm0!l3 (16 7) : 4 -tert-^f-^- 4 - 1 Kn^-N- (3-^^ 

7*=-/v) - 1 -tv<y s?y#,M?*iK k 

Hl£#i!3 (16 8) : 4-tert-y^-N- ( 3 -xf/i/7i^) -4- 

10 

^1£M3 (16 9) : 4-tert-^^-4-t Kn^^-N- (4-7*/ 

5IJSM3 (170) : 4-tert-^/V-N- (3, 5-^pp7j-/V) 
15 -4-tKn^-l-^U v 5 ^ tfA^f- ^ K 

H^M3 (17 1) : 4-tert-^/V-N- (3, 
20 mMM3 (17 2) : 4-tert-^/V-N- (3, 4-^no7x^) 

- 4 - fc kp i - tr^y i^y^^^f - ^ k 

HJSM3 (17 3) :/^/U 3- ( ( (4-i/^P'<yf;l'-4-tKa 

25 

UMiftS (17 4) : 4-^P^f/U-4-t Ko^^-N- (3-^ 
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5*16013 (17 5) : N— (3 -W / 7*5^) 
4-tKn dr^x- 1 - tv< y ^ytf/VJ^f- * K 

5 

H2tM3 (17 6) 3- ( ( (4-^P^yf;l/-4-tKP 

M&M3 (177) : 4-$/^u^^^-4-t Kn^riX-N- (3- (p« 
10 ^/W^) 7^=/V) -1 -If^U K 

HW43 (1 7 8) : 4-^P^yf^-4-t Ku^y-N- (3-^ 
f^7x=;v) - 1 - y $ K 

15 HJ6M3 (179) : 4-^a^yf/V-N- (3-7/Wtn7x=:/U) 
-4-t Kp 3^- 1 - JJ yy%/U7$3r-f- * K 

H»I3 (180) : 4-i/^D^<y^;U-4-t Kndr-y-N- (4-7 

a: y - i - y v^a^u- ^ k 

20 

Hfj3 (18 1) : 4-^n^yf;l/-4-t Kd^>-N- (4- (h 
!)7^P^ fW) 7 * -7V) - 1 - K°s< y ^y^/^^rf - 5 K 

MMfflB (182) : 4-y^n^y^-N- (3, 5-^tn7s 
25 ~JV) -4-t KB^-l-^P^*^t^ K 
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&ffi0!3 (18 3) : N- (3-7u*7=c~M -4-tKo^-4- 
( 5 - ^ *f-As- 2 - 1° U V—M - 1 - K'^V WUAs&tt % K 

mmWS (184) : 4-t Fn^V-N- (3-^ F^7*=^) -4 

5 _ ( 5 _^ ;l ,_2-tfy *j^;v) — i — t°^y i?y%/i'7$%-fr% K 

HJ&M3 (18 5) : N- (3-^T/7^~/l') -4-fc Ko^-4- 
( 5 _ ^ =f- ; i,- 2-K°V *J~;V) - 1 - fc^< p SJ^fl ^ K 

10 H!fe^j3(186) : 4-t Kn^>>-4- (5-^f-/V-2-t°y ^=/V) 
-N- (3- (MI^-fM-n^Tvv) 7i-;H - 1 -tf^y S^tf/i'tf* 
f-s K 

I1H3 (18 7) : N- {Z-^)\>y zc~)V) -4-tKo^-4- 
15 ( 5 f-fl,- 2 - 1° P 5?s^) - 1 - bV<5 S^tf/V^f- 5 K 

H»I3 (18 8) : N- (3-7/^07*^) -4-fcFn^^-4 

- (5-^^-2-try ^-aO -i-^y^y^/w^f-^ K 

20 306093 (1 8 9) : 4-t Kndr^-4- (5-^^-2-tfy v 5 -^) 
-N- (4-7*ydrv'7*=/U) - 1 -If^JJ S?y#,M*<¥iK K 

H3&M3 (19 0) : N- (3, 5 - *f-)Vy *.~)V) -4-tKn^ 

-4- (5-^f^-2-tfyi?^) -i-br^<y i?y%frtf*i-$ K 

25 

HWJ3 (19 1) : N- (3, 4-^BB7*^) 
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-4- (5-^^v-2-fy s^/v) -l-tr^y^^/v^f-^ k 

(19 2) : N- (2, 6 -v 5 ^ n cr - 4 - t°P -4-fc 
(5-^^-2-lf U -l-^'J^*/^ 

5 K 

0H&M3 (19 3) : N- (3, 5-^oa7x=/V) 

- 4 - {*?x-*?)VT % / tf/VzJ^/l') - 1 -tf^lJ v^tf/l^^rf- ^ K 

10 m&01j3 (19 4) : N- (3, 5 -v 5 :? P P 7cc~/k) -4-tKa^> 

- 4 - ( 1 - y ^-/v* /i^~/v) - 1 - fcf^ y Sty* * K 

HJfcM 3 (19 5) : 4 --<y v»/V-N- ( 3 , 5 - If* (by 7/l^P ;>< 

fvi*-) y^^M -4-t Kp^^-1 -tr^y v^/wtf^riK K 

15 

HiSM3 (19 6) : N- (3, 5 -If* (h])7/Wtn^f^) ^-/k) 
-4- (4-^no-3- (hy^/^P^^) 7cc=/U) -4-tKP 
dr^- 1 - f^y v^y^/V^f-^ K 

20 HJIM3 (19 7) : N- (3, 5 -If* (M)7;^n^f/V) 7^=^) 

- 4 -tert- 4 - fc K» 1 - y /M?*f" ? K 

2UIM3 (19 8) : N- (3, 5 -If* ( b y ^/t^P ^ fv^) 

-4- ( (^^^) pt^/W) -4-fc Ku*V- 1 -tf^y VyUA'tf 

25 dMfSK 


161 


WO 2004/002531 


PCT/JP2003/008039 


HJfeM3 (19 9) :4-^;V-4-tKB^V-N- (3- (hU7 
/Kt p ^ ?yv) 7i=/v) - 1 - fcf ^ y v 5 ^ ^ F 

MMM3 (2 0 0) : (3, 5-^nB7x^) - 

5 4-t Ko^V-l-^P^A^'H 1 ? K 

HJSM3 (2 0 1) : N— (3-^B7s=;V) -4-fc Kp*V-4 - 
( 3 - * f-A'-ff-M - 1 - y Xtf/M^f" 5 K 

10 HJSM3 (2 0 2) : 4-S/^ta^Btr^-4-t Kn^V-N- (3- (h 
U7/^n^f/H 7a=^) - 1 -tf^P SJyjfrA-oJWMK F 

Hife0!l3 (2 0 3) : N- (3-^on7s^) - 4 -f* n^f;V- 4 
- 1 Ko^V- 1 -t:°^JJ K 

15 

HJfe#!|3 (2 0 4) : 4-^P7'^-4-t Kn^-N- (4-7i 

^»!|3 (2 0 5) :4-tKo^rv'-4- (2-^7^/V) — N— (3- 
20 7 * / * - 1 - tT<< JJ S^tf/V^f- * F 

%W$i$ (2 0 6) : N— (3-^pp7x=^) - 4 - 1 Fn*V- 4 - 
( 2 - ^7 ?VW0 - 1 - tT-* y y*/l<tf*f- 5 K 

25 HliM3 (2 0 7) : 4-fc Fndr^-4- (1-^7^) — N— (3- 
y a y ^V7i=^) - 1 - tf«< y v^/l^^f- ^ F 


162 


WO 2004/002531 


PCT/JP2003/008039 


mmms (20 8) :4-hk»*v-4- u—ry^^) -n- (3- 

( h U fvM y - 1 - V i?y$;U7$*-f $ K 

5 H3&M3 (2 0 9) : N- (3, 5-^pp7x-;U) 
-4- v'y^/^drf-^ K 

HJSM3 (2 10) : N- (3-7/^a-5- (h!)7;Vtn^f^) 7 
-4-tFP^-4- (5-^^-2-t°y v'^/U) - 1 

10 ^<y^y^;^^f-^K 

HJSM3 (2 11) : N- (3-7/V^-n-5- (MJ7/^n^^) 7 
a^~;V) -4-fcKa=^'>-4- (3- (h^/l'tn^f^) 7^/V) 
- 1 - \?s< y v^tf/M^f- 5 K 

15 

HJSM3 (2 12) : N— (by7;Utn^f;v) y 

s.~;V) -4-t: Kndr^-4- (2-^7^) - 1 - t°^y v^y^/U^ 

20 H»I3 (2 13) : 4- ( (^/V^) p*^) -N- (3-7/^n 
-5- (h^/l'tn^f;!') 7*=/W) 
y^/v^f-* K 

HJSM3 (2 14) :N- (3- (^* n^i/fvU;*-^) 7^-/W) -4 
25 - 1 Kp 4 -7 zc-jv- 1 - tf^ y i?y%/V7$*f- ^ K 
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MMMS (2 15) : 4- (4-yP*7i^) -N- (3- (v^n^ 
y^-jvir^y) 7 a. -iv) - 4 - t F n ^ v- 1 - t^ V y y^/^^-f ^ 
K 

5 (2 16) : N- (3- n^<V=}-)Vir*rV) 7 s.~)V) -4 

- (4-7/VtP7i^) -4-t Kndr^-l-f^y-^^/V^f- 
=• K 

^WJ3 (2 17) M-^o^f/V-N- (3- (^ p^yfvM-^ 
10 V) 7*^/10 -4-t Kndrv'-l-fc^y WUM&*? J fr% K 

HJiM3 (2 18) : 4-^d^<yf-/W-N- (3- (i/^a^<y^/V^- 

15 HiSM3(2 19) : 4-tert-^/V-N- (3- (v^ P^y^VV^vO 
-4-t Kadrv— l-t^y^y^/^drf-^ K 

SUfeM3 (2 2 0) : 4-^/V-N- (3- u^yJ-jV***/) 7 

-4-t h*n**y- 1 - tr^P ^y#/wj?*?- 5 K 

20 

HHIM3 (2 2 1) : 4- (V^n^VWf^) -N- (3- n 
^y^ivHr^y) 7*~>v) -4-t Ko^- 1 - t^U 
5 F 

25 HJIM3 (2 2 2) : N- (3- ( 9 S# U'tyf'A'ttV) 7x.^/U) -4 
-tKa^>-4- (l-7n^7f^) - 1 -f^JI &y#A*$*P9-$ 
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K 

(2 2 3) :N- (3- (v'* n^fA'ttf) -4 

5 K 

HWJ3 (2 24) :4-tKn^-4- (l-^Pf^) -N- 
( 3 _ (MJ7/^a^f;i/) 7*=^) - 1 - t°^U K 

10 £160113 (2 2 5) :N- (3, (b!)7/^a^) 

-4-bKn^>-4- (l-^a f/v^^/u) - 1 - fcV<y s^^/nj?^ 

HifiMS (2 2 6) : N— (3- {$/ 9 n^V* 7 -4 
K 

(2 2 7) : N- (3- {*S? U^S^/V***/) 7 x.~)V) -4 
-tFn^y-4- (4-^^7*=.^) -l-fcT^ys^^MfcfrifS 
20 K 

3 (2 2 8) : N— (3- U^**/;U**cis) 7*-^) -4 

-tKa^^-4- (4-^^7^^/V') - 1-lf^y 
K 

25 

£tt093 (2 2 9) : N— (3-^PP-5-7^tn7i^) -4-fc 
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HWJ3 (2 3 0) : N— (3-^B-5-7^n7a^) -4-t 

HteM3 (2 3 1) : N- (3-^nn-5-7^P7j^) -4-5/ 

10 HJSM3 (2 3 2) : N- (3-^PP-5-7;Vto7i^) -4-t 

HJSM3 (2 3 3) : 4-7*5A/-N- (3- (hP7/Wt0^f^) 7 
^/U) - l -fc°*<y ^^/V^f-^ K 

15 

£ffift[3 (2 3 4) : 4- (4-^0^71=^) -N- (2, 6-5?* P 

b - 4 - tr y i>^;^) -4-t kd^v/- i - tr^y t^^/utf^f - 5 K 

MMM3 (2 3 5) : 4- (4-^*7*=^) -1- ( (3- ( h P 7 

HUMS (2 3 6) : 4- (4-yp^7x=;k) -4-kKn^-N- 
(3- (MJ7/^c^f;u) 7*=/W) 
K 

25 

H»J3 (2 3 7) : N- (3, 5-^nB7a5^) -4-fc Kn*5/ 
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-4- (5- < *f7i'-2-fcr!Ji?~A') -l-^P^M^t^K 
HWJ3 (2 3 8) : N— (3, 5-^P07s^) -4-fc Kn^f 

-4- (6-^ -l-t^y^^/v^-iK K 

5 

HJSM3 (2 3 9) : N- (3, 5-^oo7s^) -4- h^i/ 

^JfeM3 (240) : 4- VY^i/*?-*) — N— (3, 5-^nn7 
10 ~/U) -4-t Kb^z-I-^P WUAs&tt % K 

H16M3 (2 4 1) : 4- ( (**V*SA'** 9 S) -N- (3, 5- 

15 mMM3 (2 4 2) : N- (3, 5-^BP7^;V) -4-fcKn*f 
-4- wy^o#^f/H -l-^!J??yjll^fO 

H3&M3 (24 3) :4-tKB*i/-4-^fA'-N- (3-7*/* 

20 

(2 4 4) ;4-^^-4-tKB^>-N- (3-7*/^r 

HJfeM3 (2 4 5) : N- (3, 5-^on7s=^) -4-^iz/V- 
25 4 - fc K a 1 - y S^tf f" 5; K 


167 


WO 2004/002531 


PCT/JP2003/008039 


(2 46) : N- (2, 6-^cp-4-^'J^) -4-^ 
**yjv- 4-fc Kb 3^- 1 - t°^U WUfrlS*^ % F 

SHAMS (2 4 7) :4-tKn^i/-N- ( 3 -V - 
5 4 - tf/V- 1 - tV* 5 5> y * ^ F 

(2 4 8) : 4- (4-^a*7x^) -4-tKa^-N- 
( 3 h P7i=/H - 1 - tv<y ^y^tf =; F 

10 HSSM3 (2 4 9) 3- ( ( (4- (4-^a*7x^) -4 

- 1 Kp 3rV- 1 - tf ^ !> S?~/t') tf/Vtf^/l') T 5 J ) ^yy^- h 

HI6M3 (2 5 0) : 4-y^/W-4-t KadfV-N- (3- (MJ7/W 
*-n h * V) 7 * =:/!✓) - 1 - y W*Atf*-9- ^ K 

15 

£%0|3 (2 5 1) : N- -4-^/^-4- 
t Kp<¥V- 1 -fcV<JJ S^tf/l^l^ F 

H2&M3 (2 5 2) :4- (4-7*P i t7x^) -4-tKa^-N- 
20 ( 3 - ^7x^;l/) - 1 - tV<y ^y^/^^rf- 5 F 

$%0|3 (2 5 3) :N- O-^yy-f^x^) -4- (4-^n^e 
-4-fc Fn^-l-fcXJJ F 

25 H$g0i|3 (2 5 4) :4- (4 -y^n^y =c^;v) -4-kKn^7-N- 
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mifcMS (2 5 5) : N— (3- (-O'vVl'^vO y^-fr) -4-^ 

5 (2 5 6) : N- (3- ('<y»^'/') y^=-/U) -A- (4 

-4-fc Kp^- l-fc°^y S^#/vtf^f-$ K 

»fi3 (2 5 7) : 4- (4-^o*7x^U) -4-tKP^i/-N- 
(3- ( (^-/WVWJwl') T^/) 37 - 1 -b°^JJ ^^/V 

10 tf^iK K 

H1&0IJ3 (2 5 8) : 4-^/V-4-fc Kodfv'-N- (3- (7^/=¥ 
fvW y * - l - v+z y ^ K 

15 H1&M3 (2 5 9) : 4-t Kndri/-4- (5-^f"/l— 2-fc°y^/P) 
— N— (3-7s;^7s=/U) -l-fc 0 ^<y ^^/^drf"^ K 

UttMS (2 6 0) :4-kKn^-4- (2— t7?-fis) -N- (3- 

( h y p« ^/w) y * - 1 - 1 0 ^ y v^/i'^f- ^ k 

20 

HJSM3 (2 6 1) :4-sec-7*f/l'-4-tKn^-N- (3- (f 

HJfeM3 (2 6 2)- :4-tKn^>-4- (1 -^f-jVf^M -N- (3 
25 - ( h y n ^ fvP) 7 * ~)V) - 1 - tf^ y $^#/t^drf - * K 
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mMW3 (2 6 3) : N- (3, 6-^^7*s/U) -3- (4- (4 

5 mM®\3 (2 6 4) : 3- (4- (4- ( hV * h=¥v^) 7^=^) 

-1-^7^) -N- (3- iY3y;virn^^;v) y - 1 

10 ^<fc5EDG- 5te#LSt£<£fHffi 

t h E D G - 5 Mte^&M^^fcf-W ~-X/nA** y 
- (CHO) 10%FBS (l?^J5^jfiL?t) ^ ^v'yyAhv 

^hWi/^&itfl/^f-iM^ (5/jg/ml) tfCHam' sF 
1 2igifc (GIBCO BRL tfc®{) T-*&#Lfc 0 *&*LfcM£Fu r a 2 (5/z 

15 M) -AM» [F B S ( 1 0 %K HE P E S»$i ( 2 OmM, p H7.4) , 
*3 i^a^ v' K (2.5mM) a m' sFl 2J§iS) ] fpT\ 3 7t, 

6 05>ra>f ^^a^—ya yUfc 0 HE P E SWMffi. (2 OmM, pH7.4) 
*5<tT>Vn^v'K^#tpHa n k &m (2.5mM) -CHHt^U Rttfcg 

20 W^jW^T^iiart^/V'^^A^^-^^SrSSJtb^o tJflftJS : in 

M~10mM, v ? ^^/^/^^v'K (DMSO) -£<£5 
^l-S 1 P : 100 nM) »L"C, S 1 P»t©ill&rt 

iJjVi/p *>m&<D±&*3®mm-?W£l,1t WfflL& 3 4 0 nm*5 
< t03 8Onm > fMS5 0 0nm) 0 

25 EDG-5»ttl4, »I©ftfc!)i:DMSOWlfc!)i/V-C© 
SIP (l&fllg: 1 OOnM) (a^^I^^yho^I (A) t U 
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(%) £«T<P£5fc&fctlUto 

M$ (%) = C (A-B) /A] X 1 0 0 
EDG-l*3J:t>*EDG-3 ^MIS ^ftfttfUB t> ±12 £ ©^&T*M L- 

-?mttm&&7i< ufco w*.wr* n- (ih-i, 3, f;^7 y 

10 n [3, 4-b] ¥Vx?y-6-JM - (3-^bo7i= 

/V) l£!f (&~K ik&M (1) i:B&l2i"5o ) WIC 50 t(i> ED G— 5 K 
ftLXitO. 5/zM-t*&^ EDG — 1 jo it^EDG — 3 IC^fLTfl 1 0 /x 

(3 - (hy^/^P^^/v) -i-t°-<y v^^^^f-^ K 

15 (57) t&wwit&Wo &~Fs (2) tmm-tZo ) Ol 

C so m*, EDG-dimVXteQAiiMVhV, EDG- 1 *5<fcI>*EDG- 
3 I^Ltfi 1 0 MM^LhT'&ofco 

^^mmm2 ^^mmmmmmos 1 p^simw-tsedg- 

20 5 r =f ~* b ©IBjtfStt 

Krebs-Henselek i& TOb^ h P !7 A ( 1 1 2mm o 1 /L) , m\L* V 

(5.9mm o 1/L) > frW & (2.0mm o 1 /L) „ i&'fb^^v'? 

J» (1.2mm o 1/L) * y ^-TK?^ h y ?A (1.2mm o 1/L) , £*R 
25 TK^hy^^ (25.0mmo 1/L) ^ ^a-^ (ll.5mmo 1/L) . *g 


171 


WO 2004/002531 


PCT/JP2003/008039 


[9 5%0 2 +5%C0 2 ] Vffiti] fcStfc, BRfir»n?#3 3~4m 
(37±lt, [9 5%0 2 +5%C0 2 ] Srfi*) Sr^fcbfcv^ 

^xtrt lOmD ^ wyimM&yyf&R^MmLrc. 

rfyy-^y^^ V Y hv> / ^'T^-^-f"~ (Force displacement transducer ) (F D 
\£y#T V? TB-611T) fabX*? W&Tl^f (AP-601G> B#3fe®) fc^M* 

h=;y (um) fc^fc *©ffe* SIP (IOmM) &JH*.TilXttfftB 
io zmfc^tc Zofa^ -fen b-y&itfs l P iZM&Mm&WMStto 
s l P WM 2 o (±«&»¥«3Sffi0ll l WE* Lfcfttefc ( l ) 

fci^i (2) #iomm) traanu s 1 poiDasftum^i-sias 

JgttSrtftWbfeo ^O^, EDG-57^ ^ b»tti*t«*WS 
US lPfcJ;*«jBaBIR©tt«*ia<FUfc. EDG-l*5±V/*fc 

igi*5«kOT2^^i" 0 

ik&Vo (1) *5.fctWfc;£* (2) WEDG-5T^^h 
^&Wi-5-fc-6*te<fcoTtK fttefc (l) *3J:tfte£* (2) PJ#©JR 
6>*tfc. ?^KS!)»S 1 PfciSlBtfBfc 

20 atb-CMfrg* (l) fcitWfe** (2) ttRMRgttfc^bfc. 

■*ttt9yh (CD(SD)IGS. & H*^— /u*-!J/<— (89 . 8j§Sf>~l 
25 Oil. 300~450g) i ») flKfls»IRSr«W U Lfc 
Krebs-Henseleit^lCg Lfc„ Lfc«J£»»ttlRfttt*C«Itt 3 mm^ "9 # 
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tf\ V>yvm*tl,fc 0 Krebs-Henseleit WL (3 7 e C) 

^aT>fVat^y^ (MTOB-1 : PRIMETECH CORP) ft ($ft : 4 
mL) «SU 3B0Jg©|>Jh»ftA»^6O^a«Sfcje**fclls ^ 

^f^p^i/ a t- $i'*xi>*hxyr%ET > s? (ap-6oig n B^m) sr^ 

5 Ltl^3-^ (U^73^ WR3320 : GRAPHTEC CORP.) ±^W» 
SrfB^LfCo SlPOW^fSfk^ (2) *5<fcT>*N- (2, 

-2- (4-^ > y7 p a tVU- 1, 
H-fc?7 N /n [3, 4-b] \ty*?>-6-' i )V) tK7i?^;^t5 
K <b^« (3) £IB&!2-f-5o ) ©fPffl*WWUfc«*, RHb£*(0 

7*yb (CD(SD)IGS^ 3& 0*^-/^-P^- (8c) „ 1 l«tt~13 
15 Mm, 4 0 0-5 5 0 g) Sr^l^yg^d^g/k g N s.c.) fcJ:0*»U 

y/^ft^, SZH-10) £ ^frUCg^^fc CCD (FUJIFILM, 
HC-2500) &fl3VvCfrftofc. Bf»JRl3 3i*y7 Mcti % MacScope (MTTAM 

corp.) %m^ti 0 sip*wft®$om\mmwimffi®z>Wt&&3®&>±.ft 

fcv\ ESo**as-«T?*>5ri:Srfll»Ufe. SIP^W^ (3 A 
25 g/10 0/* L/r a t) 1"5^^fc±l?IKJK»JIIROJR«Sr«iaufc B Si 

0^, fc^fc (3) (10/ig/lOO/jL/r a t, i.e.) 
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#Lfc. M&®m<OWt&teSlP<D*Wftl5i J £&, 3. 5, 10, 15, 2 
0, 2 5, 2 8, 3 0, 3 3, 3 5, 4 0, 4 5, 5 0, 6 0&ffttC??feo 

£U/t e Rl— ^TfJIUKLfc^^a^-^ (0.2mm, gffi 0.01mm) 
5 fcttS»^"5J:i:fcJ:9*ft*IWJ^fc- fiWfctt* Adobe Photoshop(Ver.5.0J) 
fcJB^fc. S 1 PS-^SIf«jSlljfllR©E@ (^Hft, Omin) ft, 3HH& 
H^^<j[>spj^(jiC^fflV^^: 0 ^»PE#OW^^#(±l^, S 1 pg-£«©£ 
#tr7 p ^i[-el^i-5ri^«t<9^tiJL^ 6 fcfcrit-tfefcSr/flvyfc. (*: p< 
0. 0 5,**:p<0. 0 l^tT-^/U') o H*fcH5te*1-. ft£$> (3) 
io (iSiPWS KiioWW bfc 0 

4*^WH1S*I 5 :7J/hSl P^jBS!l^jflL^{£Tai^^*3^5 EDG- 

75/ b (CD(SD)IGS, *g, 0*^-/V^-y^- (80 , 10»~1 3 
15 510, 4 5 0-5 2 0 g) S:!)^^(1.2g/kg,s.c.) fc^^U 
-fb^oa-^ffi £ VXXM&BfcJ}?— rA' (polyethylene tube SP10;LD. 0.28 
mm, O.D. 0.61mm : KBSaM^f) SriBLfcOtN £#MW<2#IS»ll»#£ 

20 Sfc^Cffk:*^— 7^ (polyethylene tube ; size7,9 : Hibiki) SrJfeU AX« 
#^S8l*Ufe. fiEttJkjKoSJJfctt Moor Laser Doppler Imager (MoorLDI) 

v\ r-*srsiaE#»caas*Tffofc 1 1 

cm, iMSXY*i^l50dot, $ 2.8X2.8 cm^yT^^ 
^y(150dot/2.8cm)) . ft*3, • #4 ^ ft if ft (FLUX ; *B*tfO 

moor LDI Measurement V3.08 L-Tifc <9 ii*, PHfe^-* t±AW /B 
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moor LDI Image Processing V3.08 ^Xtim Lfc, fc&to ( 3 ) £r 1 0 m g 
/k g<D%M;X\ %1t\t\f-^^ (0.1% (v/v) DMSO/7J/ hyyX-?) 
&lmL/k g©^*T-^cJBI^«J:!?g;#U iflLjK^^i-5(DSr#o^: 0 

i ftBt^u mmi>xihmmi£%ftftiito s 1 p^s^ 

5 3 0 On g/kgtU MittlOO^L/i a t t Ltc 0 Mfe 

&}£-?;v*tz.mk&m (3) If-^/l'SfcttflS^* (3) &#2 

0^«x asJ:tfSlPifc£2 0^lcfT&ofc 0 Je©*&**H6|c^t 0 fb 
(3) ftS l pjc±5«l!lJfcLjeofiT*#|ittb*:o 

10 &4fe£«£Sifc«6 :>T5C*tfi'»»|R©SlPlcJ;5JDCUc#i-5EDG-5 

Krebs-Henseleft W. LMi^ hVVJ* ( 1 1 2mmo 1 / L) > i£fb# 5 
(5.9mm o 1/L) > JtflSJtr/U«/^A (2.0mm o 1/L) , it&fb^ V £ 
15 A (1.2mm o 1/L) N U h V & (1.2mm o 1/L) , mk 

fc%1-hV$J>> (25.0mm o l/L) N (ll.5mmo l/L) > 21 

[9 5%0 2 +5%C0 2 ] "Cfi&fP] tSLfc. KfMJrC££3~4m 
mfc§J0#tf\ yv^«*fef»Ufc. fER Lfc«*Sr Krebs-Henseleft ft 
(37±lt, [9 5%0 2 +5%C0 2 ] £i§^) SrftfcLfc^ 

20 CM: lOmL) P ^J^tt**? y^lV^Mlfc. 

l g <0#Jh3fctjA«f«:#*.6 0#mJ?£££-£fc$> 
:/W ^^yf h 7 ^7a-t- (Force displacement transducer ) (F D 
y*y9TV? TB-611T) ^bt>-f^J£TV7° (AP-601G) <HfLTl/=«-^ 

-±fcJfe«jg»£1B»Lfc. MM<^»»i Utttu irnhxy (i 
25 nU) Sr/Bvsfc. SIP (1 /xMS3«tt5l 0/zM) SrAP^tiDUBf^ 
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sip (i/xM) &mmLX4o£& mwm ut&® cd j8±m 
« (2) 4iomm) sraanu s i pom&ttmz*t'f 

LfCo EDG-57^^h^ft5WIttSlP(C 
5 EDG-i*5«fct*/*fctt3 7:'*=f 

10 ^^•LT 1 b±E^tifi|5B.^'f4^^Ufco 

tUttSD^yb (7~13llft) SrS*5E**T«tfiLfc|ii*P^:»llll5SrN 
15 Krebs-Henseleit WL imt-T h y * A (1 1 2mmo 1/L) % Mit* V V & 
(5.9mm o 1/L) % mk$/Wy$J>> (2.0mm o 1/L) > WG^?* 11 */*? 
A (1.2mm o 1/L) % IJyRZ**thP^A (l.2mmo 1/L) > ^ 
TK^hy^^ (25.0mm o 1/L) % ^a-^ (ll.Smmo 1/L) % ft 
[9 5%O z + 5%C0 2 ] flit BS^-C*$3~4m 

20 mfcHHJ 9 »##«^R**fm fBK Lfc«*Sr Krebs-Henseleft ft 

(37+11C, 2S£#* [9 5%0 2 +5%C0 2 ] £i§^) frfttcLtc*?? 
J**tfrt (**: 10mL) fc, -fezl/^ ylrlV^tillfc, 0.5 g 

V Y Y 7 ^^fa-t- (Force displacement transducer ) (F D fcT y $ T y 
25 7° TB-611T) frfctM^WETy:/" (AP-601G) Sr^LT V = ±|CJRH 

176 


WO 2004/002531 


PCT/JP2003/008039 


-uyyy ( 1 o nM) SrJBi^fc. sip (io^m) S^nx/ai* 

^ffl^rM^tfCo ^rO^ 7x^^7!Jyi3j;t)!SlPH:7S/hW^ 

SIP £8SAn LT 1 B#fig^ »H ( 1 ) 10/jM) £»I U 

5 SlPOlR«^fc*ti-Sia*igStt«rtWtU*:. EDG-57^ 

HJFLfc^ofca^ S l P»cJ:ajft»^c«J»©iRttSr^llW^ia*bfc. - 

x = ^&J;tf S IP ia5»iSL^ofc c 9 
10 Sfc, (1) hfiH4Sr^fi-5^ 

«aott» (l) Sfefcft, 
•7^^«tW^^«ii?osiP^j:5J(x^»UTt><b^ (i) teffi 

15 ^^H^J8 : SlPfcifi?? hjfiL£E±#^i-5EDG- 57^ 

ttSD7yh (8~10llf() Sr^V f^/H?*— /W" hi? (5 0 
mg/mL/kg) Tf**U «»IE*1iOIM«H *tf»»W0SHf||fc <t 5 ^ 

LT w a-^-t JliLBESrlBflkLfc. ±ia©^«»T«N fiMtSi^li, 

**^»-^Sr/h»ft^AXPf!ftSitfcgSKU l@^i6mL/k g N 
25 j£^6 0IU/^(D^#T-eAXm^tfc o %<D^ SIP (lOmg/kg 
/ h r ) U Jfcffi#±# Lfc r £ <Htfg Lfc, ftlCftEKK ( 3 ) ) 
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* It ft tf t ^ ;V (vehicle) £0^1*1 U SIP <£>lfoj£±#ffti fcSft" § 
Pfl^ttSrmaLfc fc&W (3) ttS lP^J;5ifiLEE±#^«l 

5 ^¥^WJ9 : SHR7y hlkff ^*f-t"^ ED G- 57^^ h<D 

m 

yyY (SHR/Crj, 2£&> B^^-/V^V^s &ffiH#l 2~13l#) 

10 fc*-^-l/^^m#AbfCo ¥^HT^ 7 5/ h^7j?-/W^->? 

(DX-100, fcSSftU X>-f^mtS^Tyy (AP-601G: b##«) 

^LTlkff &M5£Lfc 0 7 y h(D^fi!^TOLT^fe 3 0 Lfc 
$bt3 O^MjfiLfftrM^bfc^^b^ (3) (lmg/kg, 3m 
15 g/kg, *5J:tfl Omg/k g, i.v.) t.ltfeV-tJV (10%DMSO/ 
«) %W*mft® J *l'1t (lmL/kg) o 3 0#ITO±JfiLj£&M 

£Lfc 0 ^O^Sr01O^-r o -fb^ (3) it, ^MT S H R T'iit 
/&CfcP&EfE/8&^Lfc 0 -M^fc^^LTf^ (3) fitt^A/if 

20 

«8*T> tH4^f-=3r (NZ White m 2 k g) «fc <9 ^fli^r^W # 
Krebs-Henseleit iSKS Lfc D ^O^SlfrJ«i50 «3 fcti U 9 tfc 

Krebs-Henseleit W ( 3 7 °C) £35fc U^^ar^ a— -#y*7. 
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(MTOB-1 : PRIMETECH CORP) ft : 4mL) fcSV^v^jKJMfrt 

fc«iU O.2gM>.5g<0»Jk«#£?f«:#*.6 0^ftS«$*fcft> t>T 
frmT^y (AP-641G, AP-601G : 0#3fc®) (JJ=7=» 
-^WR3320 : GRAPHTEC CORP.) ±fc(Z«51»SrflB»Lfc. S 1 P^IRIS 

1:S1PC7!X h^ffl^^*f-r5^0^ft(LangendorfiF 

heart) 

10 7 (CD(SD)IGS, 0*^^-/W^-!J^- OHO > 8ilftfc~10jl 
^ 300~450g) %i?^/Ux.-y'M££ D M# • UMU ^ 
fcaHtrtJS* (300~500U/kg) LtcOib, Wuk&KZ 
^(CHN LT«Sr^tii U tfc Krebs-Henseleit Aftfc. #*PTn 

15 -cfeiiOjfev^J: 5fcH5£Lfc. 7^i« &Htt3l£3Slt (model 

TPH-W2, y^f-TK— h) fc^TtTftofc ^fftt Langendorff Heart mode 

(non-working heart mode) *CftfflU &&AffifH:6 8~7 OmmHg b Lfc„ 
pacing ttfrfc*>1\ Krebs-Henseleit (3 7t) &/BV>fc„ 

^3a^«t*»fc Lfc^r-x/v&ifA U EE h 7 ^fa-f- (DX-100, 

20 0#ftm) t«BKU X>fWhmT s s'7 (AP-641G, 0#ft®) &tf-LT 
Jfc&SJE (LVP) &M5£Lfc 0 LVP©^-*&JflV^T&tt*8l:£3£li 

(AT-601G, 0#ftfl;) ^ntyf (EQ-602G, 

-C dLVP/dt SrlTW Lfc„ (model 
FF-020T, ^2mm, 0***) HyMiiJItt (MFV-3100, 0* 

25 *m) &JBi>T#tl*0»eS G99nitJiL»(c«iS) £«!l5£Lfc 0 SlP*5«fc 
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ftmommwuDffimfcwtfe^tco s 1 p\mm^ztmxL^um^^ 

TZftlto iieo^/i'S:^, EDG-5 T'yf =f~* V<DibfflM\z%)ri- 
5 fls£* (l) s (2) , *5J:Wb^ (3) tt9^<0SaK«r***3 

io it, si p^mumts^^^m^Mi-^mm^mm^m^^M^ 

15 ^tt^WHJfiWl 2 : ^f-^W»lR»^SEDG-5r^^^^ 
Jfl#-K*f&tt*lNf (NZ White ft 2 k g ) i 5 RUR/JllfflRBNR&Wffl U 
Krebs-Henseleit (3 7*C) Lfc^**Wft (#* : 5mL) fci? 

20 /i/7-fy*ffiv^eufc. «o.5g©(frjhawjiM»f%#*.6ode«sfif3e* 

-Srfc^ 7*—**f4 X7°l"{ X/yh ^fa-t^ (Force displacement 
ttansducer) (FDtfj'^7 yT 1 TB-611T : 0*5t«) ^fetM^JEET ^ 
(AP-601G : 0**m) ^if-tt U^-y- (JJ 57a-/ WR3320 : 
GRAPHTEC CORP.) ±»OR«»»*E«Ufc. *|*&B 1 2 SIP 

25 ©*lWHBfc»«fls£* (2) ©fftBfctftWLfclt** Wfl^fcofMMt* 
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m\mi : 

5 -NT- (1H-1, 3, 4-MMfvl'fcr?V r n [3, 4-b] tfy^V- 


6-mVv) 7 5/ -N' - (3-^na7i^) 5.0g 

• #/M?=3r^ W;va — ^/Vv"? A Gftgftl) 0 . 2 g 

4.7 g 

10 


•for^7°/H^*U 9 U ir^/Kf>2 OmgOg 

tt^^Wi-'5r^7 P /Vl 0 0 
15 • N— (1H-1, 3, 4-hV t^JVVyVxi [3, 4-b] fU^- 
6 -4 - (3-^PP7i=/V) %m 2.0g 

. -r^^h— 20 g 

•H^tK -10 0 0ml 

20 »J#J3 : 

KT©*^*** «t 5 ste- 1 tr % ic 5 o m g <om& 

. 4- (4-^0*71=^) -4-tKo^-N- (3- (MJ7^* 


n^^/w) y^-M -l-^y^vWU' ••••5.0 g 
25 • ^^7^9^ OftttW) 0.2g 

181 


WO 2004/002531 


PCT/JP2003/008039 


&T0#J^«r^fcJ:!!>»£Lfc8L *tt£ttifeteJ: U 5ml 
5 forv^fc*»U 1Kfefc±5IWffft*U 17y^f20mgOjf 

• 4- (4-^a*7s=;i') -4-tKP^-N- (3- (MJ7/v^- 

o^/lO -l-lf^yt^jfrA^frf-S K 2.0g 

. nry-^— jiv 20 g 

10. >M%fc -1 0 0 0ml 
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it # <d is m 
i . edg - 5mwM^b^^<oi^m^ittmm\cx %&&<o%iffi& 

5 

i^jkjE, wm&s ««s> m^m, fmBoicm, » 

10 

3. skmK momm. wwim, sftit w»nik *wimiztct±wm-?h 

20 

6. EDG-57^^HK-te(I) 

A-X-Y-Z-B (I) 
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ti 5 * tc \±^t <om&m £ ti % mx h s m -from® 4 ia^© a 

5 7. EDG-5ry^^h^-jSS(n) 


(iOK R la kb!k^ilw\ C l~8T/W^/V*fcf4-COR 7a (Stf> % R 78 
ttCl~8 7;^;K fi*§*bWCt>J:V^y*-^ fi&&tl , tVT 1 fe <fc 

10 tfcf^gm$^TV^T 1 b«fcV^r7/^^/^^^xSr^-t-o ) Sr«*>U 

R z 'liCl~8 r /i^/vg ft teWM £ ftT wt t> J^T U «-^Sr^*> U 
R 38 «tK^M^-> C1~8 7/^;K Cl~6 7/^^ C2~6T/P 

15 R 4 'tt7k*lS«fcttC l-8 7A4/^*i3U 

R 5a *3ctT>*R 6a f*, *h,^ft8&£LTjk*Jg£P N Cl-8 7/^/K CI 
~6 7/V3^V s C2~6 7/^^^;V^=;K #/wtf^v7K C2~6 
7/V3r^/K J^xiffvjg^s fTA = fn> ^n7M/K Cl~87;v 
*r)V7 % J N (0 1^87/^) TSA TV/K tK^S> fi&£*lT 

7^/^fc(i-CONHR 8 ' R 8a teil&£*VCV^-Ct>J:V^T 5 — 
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X a &-N (R 9a ) - GS<K R^fi^m^s Cl-87^*fctt 
— NHR 1 0a (S^s R 10 'fi#/l'#«*$'/l'*fcttC 2-6 7^3^^* 
~/i-*mt>ir 0 ) fcjfctr*-. ) s -o-, -N= N -CH=lfc(i-CH (R 
11 a) _ (StfI> R"«ft**JK«fe«:C l~8 7W«J5t. ) 

5 ;bU 

Y a »~N (R 12a ) - (g'K R 12a f*7k^m^ C1~8 7;>^K fS 

^i/^^^/^fcft-CONHR 13a R 13a teS&£*l-CWtt> 

) % =N-s -CH 2 - =CH- -O-, -CO-^fcfiTO^« 

Z'fi-CO- -CS- -CH 2 - -0-£fc«3M£<8>£SfrU 
W a tt-N (R 14a ) - (S^s R 14a «7K^M^ Cl~87;^/K S 

y -^^/^=/^fctt^rn7 y — ywc l ~8 r^^Sr**^. ) ^ 

_ 0 _ n -co- -CONH- (fc£U ^M^«»A a i^-f-5o ) > 
-CH 2 ~, -NHCHj- (fc£U K*I^ttiA'i^f5 0 ) 
U 

mA a fiem$nxv^Tt> * vvr y -/k ^tptu ^*fci*c 3 ~ 7 ^ 

25 

8. EDG-5lWEDG-57^ hT?fe«»*©«BB 1 ©ft© 
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5 

10. (I) 

A-X-Y-Z-B (I) 

0 

m^mzn^istizm. (ti, (n) 



15 ft£XfZ<D#n&m., 4- (4-^n7i^;V) -N- (3- (2 

Kn^^- i -t^y Vyjjjutficy-* K N n- (3-^ nn7i=^) - 
4- (4-^oo7x^/V) -4-fc KP^i/- 1 -fc^JJ i^y^/VTj?^ 
5 b\ 4- (4-^PP7x=/V) -N- (3, 4-^PP7i^) - 
20 4 — fc KP^i^— 1 — tf^JJ i^Vtf/M^if 5 H\ * 2 - (^V^W 
^dfvO -5- ( ( (4- (4-^PP7x=/I/) -4-tKP^-l- 
b'XLjj-^-^) ^^Tff^/i^) T^/) ^»Ax-K 4- (4-7p*7x 
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-N- (4-^a7i=;v) 

K 4- (4 -^P^7oi^./W) -4-kKP^-N- (3- 
U*4- (4-7*^ -4-fc Ko^-N-7xs^- 1 

1 3. Y30«-CO-*fctt-CS-*C«>«»#©ttBBl 2f3ft0<fr&4&. 

10 

14. Zj&S-NH--efc*f»3fc©ttffll 8|Bft©fc#». 

15. A^$^5gm«^tTVM:t>«kv^^S^, BBIfJB^ 
1***5 «fc fc Pjjl^^tlSl-S^^^^nJI^ Sr^tP. 

15 -»*fctt^»IHUS*i , rv^ i b iv> 3~i 5 Jloma^llttttXflt'C 

16. A^Sft««Mte*bWTfcJ:V*JIWfca6#N £X 
20 H»t^fi^*W3*tTlvCt>J:l , *4~l 5*©-S|t*^«:=*S:3Sr*« 

17. A-e^snsgifeSSr^rbTv^Ttiv^s^x 


R 2 (R 3 )r 
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R l ttfiJfcli«:&fc>U R 2 «7K^M^ *mm, *fcB:Cl~6T 
5 18. A-C^§ih,«e*3E*^rbTV^t>J:V^«S^ 


10 

19. A-e^$tv5gmS^LTV^t>J:v^^S^ 


CS;* % R 7 {*e&g£;teu R B tt**J§H\ *fettci-6W;H 

15 f40*fcttl*>b4©«»Sr**>U n fit 2 ) 

2 0. R 2 flS*&£-Ci&>5f»jfc©f£ffll 




20 2 1. R 4 ^g^Sr^TLTV>Tt>«tV^5/S-Cfe5lt^^ffll 8|a® 
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22. r 1 tfs£tf£g&£-e& %m?k<D®m 2 0 ia«©ft;£*o 

23. r 1 *f att^Bfts-eas) #©i&ia 2 0 ia*fc©{ 

5 

2 4 . fme&sasr/i'^ST'fc sit^^^ia 2 2 re*©^*. 

2 5. 0iKg^S^atfe*^fcT/^/V^T?*)SBt*©l5ffl2 2fB«©ft 

10 

2 6. R 1 flSff&3£&^LWTfcJ:V^/W<*W , /l'£ N #/M^v7l^S N 

lB«©fc-a*o 

15 27. B^$nsis*KSrWu*cv^t>j:vNai^s^ ^*ai*T?a>«it 

#©|&ffl 2 4 »*©-(&£*. 

m#<o®m 2 4i2^oib^ 0 

20 

2 9 . giftStfS, -o$fcttro&±©g&£&W-r5if3fc©t5H 2 7 IB 

3 0 . Ioa±Ol*l*tt5«^S^ 
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3 1 . ZoK±©fiS*ft5lii^ 



15 3 3. B-e^^^SS^SSr^rLTV^^iV^^S^ ^wsr-c&ss* 
*<DOT3 2fE*©fc£ft. 

3 4. BT^§^5B^S^tTV^t>«tV^^S^ N #Sf#*T»fc« 

20 
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3 6 . -o^±©ItSS:ftSiW 



3 7 . -osi±<Dm&m*iiir5mmM& 


15 3 8. S^g^S^^fP^^m-Cfc^M^^IEH 2 3fBi&tfHb-a^o 

3 9. B^£H3g&g&#LWTt>£V^#S;^ ^#^Tk5!f 

20 4 0. B^^HSttmS^tTV^^^V^S^, jH3r§gjt-C&5 
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5 4 2. -o«±©tt*SSrWi"5»«e£*S 


10 

4 3 . -o«±©«*aEft*i-«ite(wi3fl« 


(5*# % B a tt##Sr?fc5«*Slfc&frU R l3 *5«fctfR l4 «fi&gfciefc> 
U G^*JK^'SBW5H\ l»JK«fctt*»Jil^fc*fcU q til- 
ls 4©Wfcfc*frU *©*OE#»±tt1Bfc3i:*!*ft**>*t-. ) -e&sit* 
©$Sffl 4 1 |B«t©^»o 

4 4. BT»^$ttSfilftS^LTV^t)J:V^^S^ ^#ST?fc5lt 

2Q 

45. B^sftsg&s&WLWTti^giftg^ m$mmx*hz> 
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4 6 . s^sas-^*fctt-o»±©iB*s*^5»*o«ffl4 4mm 


4 8 . -<>sk±<Dmm&&%'t'z>®Mm* 


20 * (Omm 2 5 SB*©ftl^*o 


4 7. 
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5 0. B■T•*S^^*^l*SS^^rUTV^Tt>J:V^jHfc*as^ 

5 oik&®io 

5 2. roK-t©«ftSSr^rf-5lil«S*s 


10 U mttl~4©«E*«r*fc>U ^•<z>m^lB-§-«:Kria^PCE*Sr^ , 1"o ) 
Vh5Wl#<D$m 5 1 EHt©flJ&*. 

5 3. -o^±<DfimS^W-f5^^ s 


15 (5*tf>, B 2 (i^#ST&5^^S:^t, R 13 #J;tm 14 &fi:&S£» 

(DfSH 5 1 E*©^*. 
20 5 4. — ffl£& (I) 



11 



A-X-Y-Z-B (I) 
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5 5. AT?*$nSflHfe3£Sr^rUTV^t>J;V^j|l«^ SfcttBT^Sti 

tt^m^mmimmm (iu [3, 4-b] ify^sri&o 

5!fjfc©f5B 1 0 lBi&<£ft3«^f 1~5 E D G - 5 ^^lj 0 


5 6. A^£ft5g&£&^LTV>-Ct>«fcV^tfcg> i3«tt5B-C*$JX 

Mo 


«au -83; (n) 



(II) 
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iSfp$tixv>T i i)<tv>3~i 5^(Dm$kj%%mm&Mmm-?hzm&v&® 
i o mm<oi \&m 5edg-5 ^mi 

5 

5 8. Xd5AT^$^5S^S^UTV^Tt>J;V^^^^^5^ 

5 9 . m*<omm i 9 wm^^m^t-t^ edg-5 

15 6 0. ( I ) 

A-X-Y-Z-B (I) 

20 6 1. ( I ) 

A-X-Y-Z-B (I) 

25 W^jfeo 
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6 2. AT^£ft5g&£&WL-CVvCt>J:l^:ifc^ *fcf±B-e*$*l 

zm&&*#i'X^xh£^m®;&*K C3~i5©^ tfcft^m 

ttH*^#SJgfii«** (fiU fc^/o [3, 4-b] bfy^y&BfcO 

6 3. A-e^s^siWftafi^uTv^feiv^ai^^ sjitfB-e^sax 

ajg^Sr-^tf, -|H5*fct4^«PiaffI$^-CV>T'{><tV>3-'l 5£<0]|iSIS35f 

6 4. Xj5S^^fc«3N tf>oBT^£;fr5fl&g&#LTV>Tt><i:V>8!t 

20 fi»$;h/CVvC 1 fe<i^3~l 5 M©^^#£tt$3^Tfc5I»#©$&ffl 
Yf 5 E D G - 5 & f^t-f 5 
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tt^ft»£ft*cvvc i l>J^3~i 5Jt<z>¥flU -&&1tft=m&%&te& 
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